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(4 DEPARTMENT OF HEAL m & HU SERVICES Public Health Servic

Food and Dru Administon
Rockvile, MD 20852

Our STN: BL 103795/5097

"JUi14 2li3
Imunex Corpration
Attention: Douglas Hunt
Director, Regulatory Affais
One Amgen Center Drive
Mail Stop 24-2-C
Thousand Oak, CA 91320

Dea Mr. Hunt:

Your request to supplement your biologics license application for Etaercept to expand the
rheumatoid aritis indication to include imroving physical function ha been approved.

Pusuant to 21 CPR 20 1. 57(t)(2) , patient labeling must be reprinted at the end of the package
insert. We request that the text of inormation distributed to patients be prite in a mium
of 10 point font.

Please submit all fi printed labelig at the tie of use and include implementation

informtin on FDA Fonn 356h. Please provide a PDF-formt electronic copy as well as
oriiinal paper copies (ten for circulars and five for other labels). In addition, you may wish to
submit draft copies of the proposed introductory advertisini and promotiona labeling with an
FDA Form 2253 to the Center for Biologics Evaluation and Research, Advertising and
Promotiona Labeling Branch, HFM-60, 1401 Rockvile Pike, Rocile, MD 20852-1448.
Final printe adversing an promotional labeling should be submitted at the time of intial
disemintion, accmpaned by an FDA Form 2253.

All promotional clais must be consistent with and not contrar to approved labelig. You
should not make a comparative promotiona claim or clai of superiority over other prodcts

uness you have submitt data to support such clai to us and had thorn approved.
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The regulatory responsibilty for review and contiuing oversight for this product transfered
from the Center for Bioloiics Evaluation and Reseach to the Center for Dmg Evaluation and
Research effecive June 30, 2003. For fuer informtion about the transfer, please see
htt://www . fda. gov/cbe/tranfer/tran$fer . hun and
htt:llwww.fda.gov/OHRMS/DOCl(TS/98fr/03-1624Z.htm. Until fuer notice, however,
all correspondence, except as provided elsewhere in this letter, should contiue to be addressed
to:

CBER Document Control Center
Att: Office of Therapeutics Research and Review

SUite 200N (HFM-99)
1401 Rockvile Pike

Rockvile. Marland 20852-1448

Thi informtion wil be included in your biologics license application file.

S.
"J

(b)(6)

Patricia Keegan, M.D.
Acting Director

Division of Clincal Trials Design and Anaysis
Office of Therapeutics Research and Review
Center for Dmg Evaluation and Research

Enclosues: Finl Draft Package Insert

Finl Draf Patient Inormtion Insert
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ENBREL C!

. (etanercept)

DESCRIPTION

ENBREL ~ (etaercept) is a dimeric fuion protein consisting of the extracellular
ligand-binding portion of the human 75 kilodalton (p75).tumor necrosis factor receptor
(TNFR) linked to the Fc portion of human IgGl. The Fc component of etaercept
contas the CH2 domain, the CH3 domain and hinge region, but not the eH 1 domain of
IgG 1. Etaercept is produced by r.ecombinant DNA technology in a Chinese hamster
ovar (CHO) mamalian cell expression system. It consists of934 amino acids and ha
an apparen.t molecular weight of approximately 150 kilodaltons.

ENBREL ~ is supplied as a sterile, white, preservative-free, lyophilized powder for
parenteral administration afer reconstitution with 1 mL of the supplied Sterile
Bacteriosttic Water for Injection (BWFI), liSP (containng 0.9% benzl alcohol).

. Reconstitution with the supplied BWFI yields a multiple-use, clear, and colorless solution
ofENBREL ~ with a pH of 7.4 ~ 0.3. Each vial ofENBREL C! contans 25 mg etaercept,
40 mg mantol, 10 mg sucrose, and 1.2 mg tromethamine.

CLINICAL PHARMACOLOGY

General

Etanereept binds specifically to tumor necrosis factor (TNF) and blocks its interaction
with cell surface TNF receptors. TNF is a natually occUrng cytokine that is involved in
normal inflamatory and immune responses. It plays an importt role in the
infamatory processes of rheumtoid artis (RA), polyaricular.course juvenile

. rheumatoid aritis (JRA), and anylosing spondylitis and the resulting joint pathology.
,Elevated levels ofTNF are found in involved tissùes and fluids of patients with RA,
psoriatic artis and anylosing spondylitis (AS).1.2. 3, 4,5,6

Two distinct receptors for TNF (TNFRs), a S5 kilodalton protein (P5S) and a
75 kilodalton protein (P75), exist naturally.as monomeriè molecules on cell suraces and
in soluble forms.7 Biological,activity ofTNF is dependent upon binding to either cell
surace TNFR.

Etaercept is a dirneric soluble form of the p75 TNF receptor that can bind to two TNF
rnoleçUIes. It inhbits the activity of TNF in vitro and ha been shown to afect several
animal models of inflamation, including murine collagen-induced arhrtis. 

8, C)
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Etaercept inhibits binding of both TNa and lNFß (lymphotoxin alpha (LTa)) to cell
surace TNRs, rendering TNF biologically inactive.9 Cells expressing transmembrane
TNF that bind ENBREL q¡ are not lysed in vitro in the presence or absence ofcomplement.9 "
Etanercept can also modulate biological responses tht are induced or regulated by TN,
including expression of adhesion molecules responsible for leukocyte migration (i.e.,
-E-seleçtin and to a lesser extent intercellular adesion molecule~l (ICAM-l)), selu
levels of cytokines (e.g., IL~6), and seru levels of matrix metalloproteinae-3 (MM-3
or stromelysin).9 '

Pharmacokinetics

After administration of 25 mg of ENREL (B by a single subcutaneous (SC) injection to
25 patients with RA, a mean :I stadad deviation half-life of i 02 :I 30 hours was -
observed with a clearance of 160:1 80 mLlh. A maxum serum concentration (Cma)
of i. i :I 0.6 mcg/mL and time to Cmax of 69 :I 34 hours was observed in these patients
following a single 25 mg dose. After 6 month of twice weekly 25 mg doses in these
sae RA patients, the mean Cma was 2.4:1 1.0 mcg/mL (N = 23). Patients exhibited a
two- to seven-fold increase.-in peak seru concentrtions and approximately four-fold
increase in AUCo.72 hr (range 1 to i 7 fold) with repeated dosing. Seru concentrations in
patients'with RA have not beén measured for periods of dosing that exceed 6 month.

Phaacokinetic parameters were not different between men and women and did not var

with age in adult patients. No formal phaacokinetic studies have been conducted to
examine the effects of re~al or hepatic impairment on ENBREL q¡ disposition or potential
iiiteractions with methotrexate.

Patients with JRA (ages 4 to 17 years) were adminstered 0.4 mg/g ofENBREL q¡ twce
weekly for up to i 8 weeks. The mean seru concentration afer repeated SC dosiig was
2.1 mcg/mL, with a range of 0.7 to 4.3 mcg/mL. Limited data suggest tht the clearce-
of ENBREL (B is reduced slightly in children ages 4 to 8 year. The pharcokinetics of
ENBREL i! in children -c 4 years of age have not been studied.

CLINICAL STUDIES-

Adult Rheumatoid Arthritis

The safety and effcacy of ENBREL i! were assessed in throe randomized, double-blind,
controlled studies. Study I evaluated 234 patients with active RA who were ~ i 8 yeas
old, had failed therapy with at least one but no more than four disease-modifyng
antirheumatic drugs (DMARs; e.g., hydroxychloroquine, oral or injectable gold,
methotrexate (MTX), azathioprine, D-penicilamine, sulfaslazine), and had ~ 12 tender
joints, ~ '10 swollen joints, and either ESR ~ 28 mm/, CRP;i 2.0 mg/dL, or morning
stiffness for ~ 45 minutes. Doses of 10 mg or 2S mg ENBREL i! or placebo were

14 + CHF + PRO + AS
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administered SC twice a week for 6 consecutive month. Results from patients receivig

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 leas 6 month with a stable dose
(12.5 to 25 mg/week) for at leas 4 weeks and they ha at least 6 tender or painf joints.
Subjects .in Stuy II received a dose of 25 mg ENBREL $ or placbo SC twce a week for
6 months in addition to their stale MTX dose.

Study il compard the effcacy of ENBREL ~ to MTX in patients with acive RA. Ths
study evaluated 632 patients who were ~ 18 years old with early (; 3 years disease
duration) active RA; had never received treatment with MTX; and had ~ 12 tender joints,
~ 10 swollen joints, and either ESR ~ 28 mm, CRP;: 2.0 mgldL, or morng stiffess
for ~ 45 miutes. Doses of 10 mg or 25 mg ENBREL ~ were adstered SC twce a
week for i 2 consecutive month. The study was unblinded after all patients had
completed at least i 2 months (and a medan of 17.3 month) of therapy. The majority of
patients remained in the study on the treatment to which they were radomied thou¡b
2 year, afer which they entered an extension study and received open-label 25 mg

ENBREL~. Results from patients receiving 25 mg are presented in Table i. MTX
tablets (escalated from 7.5 mglweek to a maimwn of20 mg/week over the rirst 8 weeks
of the trial) or placebo tablets were given once a week on the såe day as the injection of
placebo or ENBREL ~ doses, respectively.

The results of all thee trals were expressed in percentae of patients with improvement
in RA using American College of Rhewnatology (ACR) response critera. 

10

Clinical Response

The percent ofENBREL ~ -treated patients achieving ACR 20, 50, and 70 responses was
consistent across all thee trals. The results of the thee trals are sumared in Table 1.

14+ CHF + PRO + AS
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Table 1

ACR Responses in Placebo- and Active-Controlled Trials
(Percent of Patients) .

Placebo Controlled Active Controlle
Study f Study If Studilff

Placebo ENBREL e. MTXI MTX MTX ENBRELlh
Placebo ENBRELIe

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

ACR20

Month 3 23% 62%b 33% 66%b 56% 62%
Month 6 11% 590/ob 27% 71%b 58% 65%
Month 12 NA NA NA NA 65% 72%

'.

ACR59

Month 3 8% 41%b 0% 42%b 24% 29%
Month 6 5% 40%b 3% 390/ob 32% 40%
Month 12 NA NA NA NA 43% 49%

ACR10

Month 3 4% 15%b 0% IS%b 7% 13%0
Month 6 1% 1.5%b 0% 1,5%b 14% 21%0
Month 12 NA NA NA NA 22% 2,5%

b

25 rng ENBREL e SC twce weekly.

p ~ 0.01, ENBREL'" vs. placebo.

p ~ O.OS, ENBREL i! vs. MTX.

The time course for ACR 20 response rates for patients receiving placebo or 25 mg
ENßREL 4! in Studies i and II is sumarzed in Figu I. The time coure of responses to
ENBREL CØ in Study II was similar.

14 + CHF + PRO + AS
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Figure 1

Time Course of ACR 20 Responses
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Among patients receiving ENBREL $, the clinical res~nses generaly appeared with 1
to 2 weeks afer initiaton of therapy and nearly always occured by 3 months; A dose .

. respons was seen in Studies I and ßI: 25 mg ENBREL ~ was more effective tba 10 mg

(l0 mg wås not evaluated in Study ß). ENBREL l! was signifcantly better than placebo
in all components of the ACR criteria as well as other meaures of RA disease aetivity
not included.in. the ACR response criteria, such as morning stiffess.

In Study UI, ACR response rates and improvement in all the individual ACR respons
criteria were maintaed though 24 months ofENBREL ~ therapy. Over the 2-year
study, 23% ofENBREL ~ patients achieved a major clinical response, defined as
maitenace 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 2. Similar results were observed for ENBREL qi -treated patients in Studies n and
ID.

14 + CHF + PRO + AS
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Table 2

Components of ACR Response in Study i
Placbo ENBREL ~N=80 N=78

Parameter ~median) Baseline 3 Months B.aseline 3 Months.

Number of tender joints 6 34.0 29.5 31.2 IO.Ot
Numbeofswlljoints c 24.0 22.0 23.5 li.6f
Physician global assessment d 7.0 6.S 7.0 3.0fPagkbaasd 7.0 7.0 7.0 3.0tPain d 6.9 6.6 6.9 2Ac
Disabilty index e 1.7 1. 1.6 1.0tESR (nu) 31.0 32.0 28.0 I S.Sf
CRf (ll&'dL). 2.8 3.9 3.5 0.9c

Results at 6 month showed similar improvement

· 25 mg ENBREL eSC twice weekly.
b Scale 0-71.

c Scale 0-68.

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

e Health Assessment Questionnaire II; 0 = bet, 3 = worst; includes eight categories: dressing

an grooming, arsing, eating, walking, hygiene, reach, grip, and activities.
c p .. 0.0 i, ENBREL 8 vs. placebo, baed on mean percent change from baseline.

Afer discontinuation ofENBREL ~, symptoms of artis generaly retured within a

month. Reintroduction of treatment with ENBREL ~ after discontinuations of up .to .18
month resUlted in the same magnitudes of response as patientS who received ENBREL (!
without interrption of theray based on results of open..label studies.

Continued durable responses have ben seen for up to 36 months in open-label extension
trtment trals when patients received ENBREL ~ without interrption. Some patients

receiving ENREL (ß for up to 3 years have been able to dose reduce and even discontinue "
concomitat steroids and/or methotrexate while maintainig a clinical response.

A Health Assessment QuestioiIaire (HAQ), i i which included disabilty, vitaity, menta
health, general health status, and aritis..associated health status subdomains, was
adnistered every 3 months during Studies I and II. All subdomains of the HAQ were
improved in patients treated with ENBREL (!.

In Stuy m, health outcome measures were assessed by th SF-36 questioIlaire. The

eight subscales of the SF-36 were "combined into two sumar scales, the physical
component sumar (PCS) and the mental component sumar (MCS).li At 12 months,
patients treated with 25 mg ENBREL (! showed significantly more improvenient in the
PCS compared to the 10 mg ENBREL (! group, but not in the MeS. Improvement in the
PCS was maintained over the 24 months of ENBREL (! therapy.

14 + CHF + PRO + AS
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A 24-week study was conducted in 242 patients with active RA on backgrund
methotrxate who were radomized to reeive either ENRE ~ alone or the combination
of ENRE 8 and anaknr. The ACRso response rae was 31 % for patients trated with
the combination of ENRE 8 and anaknr and 41 % for patients treated with ENBRE dÐ
alone, indicatini no added clinical benefit of the combination over ENRE 8 alone.
Serious infections were increas with the combination compard to ENRE ~ alone
(se WARNGS).

Physical Function Response

In Studies I, II and m, physical function and disabilty were assessed using the HAQ. ii
Additionally, in Study m, patients were admnistered the SF..3612 Health Surey. In
Studies I and II, patients trated with 25 mg,ENRE (l twce weekly showed grater
improvement from basline in the HAQ score beginQing in month 1 thush month 6 in
companson to placebo (p.i 0.001) for the HAQ disabilty domain (where 0 = none and 3
= sever). In ~tudy I, the mean improvement in the HAQ score from basline to month 6
was 0.6 (from 1.6 to 1.0) for the 25 mg ENBRE ~ grup and 0 (frm 1.7 to 1.7) for the
placebo grup. In Study II, the mean improvement from baseline to month 6 was 0.6

(from 15 to 0.9) for the ENRE 8/M grup and 0.2 (frm 1.3 to 1;2) for the
placebo grup. In Study il, the mean improvement in the HAQ scor from

basline to month 6 was 0.7 (from 1.5 to 0.7) for 2S mg ENRE 8 twice weekly.

In Study Il patients trated with 25 mg ENBREL8 twice weekly showed grater
improvement ftm baseline in SF-36 physical component sumar score compard to
ENRE. 10 mg twice weekly and no worsening in the SF-36 mental component
summ score, In open-la~l ENBRE dÐ studies, improvements in physical function and
disabilty measurs have been maintained for up to 4 year.

Radiographic Response

In Study m, stntu joint daage was assessed radiographically and expressed as
change in total Shar score (TSS) and its components, the erosion score and joint space

. narwing (ISN) score." Radographs of handslwnsts and forefeet were obtaned at
baseline, 6 months, 12 months, and 24 months and scored by readers who were unawar
of treatmt pup. The results ar shown in Table 3. A significant difference for change

in'erosion score was observed at 6 months and maintained at 12 months.

14 + CHF + PRO + AS
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12 Months Total Shar score
Erosion score

JSN score

Table 3

Mean Radiographic Change Over 6 and 12 Months in Study II
:25 mg MTX-ENBREL e

ENBREL e (95% Confidence lIlterval"i
1.00 0.59 (-0.12, 1.30)
0.47 0.56 (0. I I, 1.00)
.0.52 0.04 (-0.39, 0.46)

MTX
1.9
1.03
0.56

P-value
0.110
0.002
0.529

6 Months Total Sharp score
Erosion score

JSN score

1.06
0.68
0.38

0.57
0.30
0.27

0.49 (0.06,0.91)
0.38 (0.09, 0.66)
0.11 (-0.14,0.35)

0.001
0.001
0.585

95% confidence intervals for the differences in change scores between MTX and ENBREL e

Patients continued on the therapy to which they were randomized for the second yea of
Study ff. Seventy-two percent of patients had x-rays obtained at 24 months. Compared
to the patients in the MTX group, greater inhbition of progression in TSS and erosion
sCore was seen in the 25 mg ENBREL ~ group, and in addition, less progression was
noted in the JSN score.

.

In the open-label extension of Study II, 69% of the original patients treated with 25 mg
. ENBREL (! have been evaluated radiographically at 3 years. Patients hàd continued .

inbition of strctu daage, as measurd by the TSS, and 58% of them had no
progression of strctural damage. Patients originally trated with MTX had turther:
reduction in radiographic progression once they began tratment with ENBREL (!.

Polyarticular-Course Juvenile Rheumatoid Artritis (JRA)

'. The safety and effcacy ofENBREL GÐ were assessed in a two-par study in 69 childrn
with polyaricular-course JRA who had a variety of JR onset tyes. Patients ages 4 to
i 7 years with moderately to severely active polyaricular-course JRA refractory to or
intoierant of methotrexate were enrolled; patients remained on a stable dose of a single
nonsteroida anti.intlam-matory drug and/or prednisone (~ 0.2 mglglday or 10 mg
maximum). In par 1, all patients received 0.4 ma/g (maximum 25 mg per dose)
ENBREL ~ SC twce weekly. In par 2, patients with a clinical respons at day 90 were
radomized to remain on ENBREL ~ or receive placebo for four. months and assessed for
disease flare. Responses were measured using the JM Definition of Improvement

. (DOI),13 defied as ~ 30% improvement in at least thee of six and ~ 30% worsenini in
no more th one of the six 1R core set criteria, includng active joint COWlt, limitation
of motion, physician and patient/parent global assessments, functional assessment, and
ESR. Disease flare was defined as a;: 30% worsening in three of the six JRA core set
criteria and ;: 30% improvement in not more than one of the six JRA core set criteria and
a minimum of two active joints.

In par 1 of the study, 5 i óf 69 (74%) patients demonstrated a clinical response and
entered par 2.14 In par 2,6 of25 (24%) patients remainng on ENBREL (! experienced a.

14 + CHF + PRO + AS
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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 i: 116 days for patients who received
ENBREL (8 and 28 days for patients who received placebo. Each component of 

the JRA
core set criteria worsened in.the ar that received placebo and remained stable or
improved in the ar that continued on ENBREL $. The data suggested the possibilty 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 rerining on ENBREL $ continued to improve from month 3 though month 7,

while those who received placebo did not improve. .

The majority of JRA patients who developed a disease flare in par 2 and reintroduced
ENBREL (8 treatment up to 4 month afer discontinuation re-responded to ENBREL l!
therapy in open-label studies. Most of the responding patients who continued ENBREL ~
therapy without interption have maintaned responses for up to i 8 months.

Studies have not been done in patients with polyaricular-course JR to assess the effects
of continued ENBREL (8 therapy in patients who do not respond within 3 months of
intiating ENBREL $ therapy, or to assess the combintion ofENBREL \! with
methotrxate.

Psoriatic Artritis.

The saety and effcacy of ENBREL ~ were assessed in a randomized, double-blind,
placebo-controlled study in 205 patients with psoriatic artis. Patients were between
18 and 70 years of age and had active psoriatic artis (i: 3 swollen joints and i: 3 tender
joints) in one or more of the followig fonns: (1) distal interphalangeal (DIP)
involvement (N "" 104); (2) polyarcular artis (absence of rheumatoid nodules and
presence of psoriasis; N = i 73); (3) artis mutilans (N = 3); (4) asymmetrc psoriatic
arhrtis (N = 81); or (5) anlosing spondylitis-like (N = 7). Patients also had plaque

psoriasis with a qualifying target lesion i: 2 cm in diameter. Patients curntly on MTX
therapy (stable for i: 2 month) could continue at a stable dose of ~ 25 ma/week MTX.
Doses of25 mg ENBREL (8 or placebo were admnistered SC twce a week for 6 months.

Compared to placebo, treatment with ENBREL ~ resulted in significant improvements in
measures of disease activity (Table 4).

14 + CHF + PRO + AS
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Table 4

Components of Disease Activity in Psoriatic Arthritis

Placebo ENBREL 8a
N""I04 N=101

Parameter (median) Basline 6 Months Baseline 6 Months
Number of tender joints 6 17.0 13.0 18.0 5.0
Nwnbeofswollenjoints ç 12.5 9.5 13.0 5.0
Physician global assessment d 3.0 3.0 3.0 1.0
Paent gl ast d 3.0 3.0 3.0 1.0Morning stiffess (minutes) 60 60 60 15Pain d 3.0 3.0 3.0 1.0
Disabilty index e 1.0 0.9 1. 0.3
eRP (mgldL) r i. 1. 1.6 0.2
a p -: 0.001 for all comparisons between ENBREL e and placebo at 6 months.

b Scale 0-78.

Scale 0-76.
d Likert scale; ,0 = best, 5 = worst.

e, Health Assessment Questioimaire1 I; 0 = best, 3 = worst; includes eight categories: dressing

'and grooming, àrising, eating, walking, hygiene, reach, grp, and activities.

Nonnal range: 0 - 0.79 mg/dL

Among patients with psoriatic artis who received ENBREL~, the clinical responses
were apparent at the time of the first visit (4 weeks) and were mantaied though
6 months of therapy. Responses were similar in patients who were or were not receiving
concomitat methotrexate therapy at baselin. At 6 months, the ACR 20/50170 responss
were achieved by 50%,37%, and 9%, respectively, of patients receivig ENBREL~,
compaed to 13%, 4%, and 1 %, respectively, of patients receiving placebo. Simlar
responses were seen in patients with each of the subtys of psoriatic artis,. although

few patients were enrolled with the artis mutilan and anylosing spondylitis-like

subtys. The results of ths stuy were similar to those seen in an earlier single-center,
randomized, placebo-controlled study of 60 patients with psoriatic aritis. IS

The skin lesions of psoriasis were also improved with ENBREL Il, relative to placebo, as
meaured by percentages of patients achieving improvements in the psoriasis area and
severity index (P ASI). 16 Responses increasd over time, and at 6 months, the proportons
of patients achieving a 50% or 75% improvement in the PASI were 47% and 23%,
respectively, in the ENBREL i! grup (N = 66), compared to 18% and 3%, respetively, in
the placebo group (N :; 62). Responses were similar in patients who were or were not
receiving concomitant methotrxate therapy at baseline.

Ankyloslng Spondylitis

Th safety and effcacy of ENBREL Ci were' assessed in a randomized, double-blind,
piacebo~controlled study in 277 patients with active anylosing spondylitis. Patients were

14 + CHF + PRO + AS
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between 18 and 70 yeas of age and had anlosing spondylitis as defined by the modified
. New York Cntena for Anylosing Spondylitis.17 Patients were to have evidence of active
diseas based on values of~ 30 9n a 0-100 Ult Visua Analog Scale (VAS) for the

average ofmoming stiffess duration aid intensity, and 2 of the following 3 other
paeters: a) patient global asessment, b) average of noctal and tota back pain, an

c) the average score on the Bath Anlosing Spondylitis Functiona Index (BASFI).
Patients with complete anylosis of the spine were excluded from stdy paricipation.

Patients tag hydroxychloroquie, sulfasalazine, methotrexate or prednisone

(~ 10 mg/day) could contiue these drgs at stable doses for the durtion of the study.

Doses of25 mg ENBREL ~ or placebo were administered SC twce a'week for 6 months.

The pri measure of effcacy was a 20% improvement in the Assessment in

Anylosing Spondylitis (ASAS) response cntena.18Compared to placebo, treatment with
ENBREL ~ resulted in improvements in the ASAS and other measurs of disease activity .

(Figue 2 and Table 5).

Figure 2: ASAS 20 Responses in Ankylosing Spondylitis
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At i 2 weeks, the ASAS 20/50/70 responss were achieved by 60%, 45%, and 29%,
respectively, of patients 'receiving ENBREL~, compared to 27%, 13%, and 7%,
respectively, of patients receiving placebo (p ~ 0.0001, ENBREL ~ vs. placebo). Similar
responses were seen at week 24. Responses were similar between those patients
receiving concomitat therapies at baseline and those who were not. The results of this
study were similar to those. seen in a single-center, radomized, placebo-controlled study
of 40 patients and a multi-center, radomized, placebo-controlled study of 84 patients
with anylosing spondyliis.
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Table 5

Me vaue at ti poin
ASAS rens crte

Pat glo ast b
Backpainc
BASFld
Inflamation e

Acute phase reactants
CRP (mgldL)- f

SpitÌl mobilty (em):
Modified Schober's test 3.0 2.9 3.1 3.3
Chest expasion 3.2 3.0 3.3 3.9
Occiput-to-wall measurement 5.3 6.0 5.6 4.5

a p oe 0.00 I S for all comparisons between ENBREL 18 and placebo at 6 months. P-values for continuous

endpoints were bas on percent change from basline.
b Measured on a Visual Analog Scale (VAS) sce with 0'* "none" and 100 =0 "severe."
c Average of tota noctual and bak pain score, meaured on a VAS scale with 0 =0 "no pajn" and i 00 =

"most severe pain."
d Bath Ankylosing Spondylitis Functional Index (BASFI), averae of i 0 questons. .
e Inflammtion represeted by the avere ofthe las 2 quesions on the 6-question Bat Ankylosing

Spondylitis Diseas Activity Inde (BASDAI).
f C-reactive protein (CRP) normal rage: 0 - 1.0 mgldL.

Components of Ankylosing Spondylitis Disease Actvit

Placebo ENBREL e-
N= 139 N= 138

Baseline 6 MOQths Baseline 6 Months

63
62
56
64

56
56
55
57

63
60
52
61

36
34
36
33

2.0 1.9 1.9 0.6

INDICATIONS AND USAGE

ENBREL 15 is indicated for reducing signs and symptoms, inhibitig the progression of
strctur damage, and improving physical fuction in patients with moderately to

severely active rheumatoid artis. ENBREL ~ ca be used in combination with
methotrexate in patients who do not respond adequately to methotrexate alone.

ENBREL ~ is inicated for reducing sign and symptoms of moderately to severely active

polyaricular-cour juvenile rheumatoid artis in patients who have had an inequate
respons to one or more DMARDs.

ENBREL ia is indicated for reducing signs and syptoms of active artis in patients

with psoriatic artis. ENBREL lI can be used in combination with methotrexate in

l:atients ~ho do not respond adequately to methotrexate alone.

ENBRELl! is indicated for reducing signs an symptoms in patients with açtive
8nlosing spondylitis.
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CONTRAINDICATIONS

ENBREL l! should not be administered to patients with sepsis or with known
hyprsnsitivity to ENBREL C! or any of its components.

WARNINGS

INfECTIONS

. IN POST-MARTING REPORTS, SERIOUS INFECTIONS AN SEPSIS,
INCLUDING FATALITIES, HAVE BEEN REPORTED WITH THE USE OF
ENBREL CI. MAY OF TH SERIOUS INFECTIONS HAVE OCCURRD IN
PATIENTS ON CONCOMITANT IMMUNOSUPPRESSIVE THERAY THAT,
IN ADDITION TO THEIR UNDERLYING DISEASE, COULD PREDISPOSE
THEM TO INFECTIONS. RARE CASES OF TUBERCULOSIS (TB) HAVE
BEEN OBSERVED IN PATIENTS TREATED WITH TNF ANTAGONISTS,
INCLUDING ENBREL (ß. PATIENTS WHO DEVELOP A NEW INECTION
WmLE UNDERGOING TREATMENT WITH ENBREL (\ SHOULD BE
MONITORED CLOSELY. ADMINISTRTION OF ENBREL C! SHOULD BE
DISCONTNUD IF A PATIENT DEVELOPS A SERIOUS INFCTION OR
SEPSIS. TREATMENT WITH ENBREL C! SHOULD NOT BE INITIATED IN
PATIENTS WITH ACTIVE INECTIONS INCLUDING CHRONIC OR
LOCALIZED INCTIONS. PHYSICINS SHOULD EXERCISE CAUTION
WHN CONSIDERIG THE USE OF ENBREL C8 IN PATIENTS WITH A'
mSTORY OF RECUG INFECTIONS OR WITH UNDERLYING
CONDITIONS WmCH MAY PREDISPOSE PATIENTS TO INFECTIONS,
SUCH AS ADVANCED OR POORLY CONTROLLED DIAETES (see
PRECAUTIONS and ADVERSE REACTIONS: Infections).

IN A i..WEEK STUDY OF CONCUaRNT ENBRÈL ~ AND ANAKINR
THERAY, THE RATE OF SERIOUS INCTIONS IN THE COMBINATION
AR (1%) WAS mGHER THAN WITH ENBREL C! ALONE (0%). THE
COMBINATION OF ENBREL C! AND ANA,NR DID NOT RESULT IN
IUGimR ACR RESPONSE RATES COMPARED TO"ENBREL (ß ALO~ (see
CLINICAL S11IES: CUnical Response and ADVERSE REACTIONS:
Inféctlons).

Neurologic Events

Treatment with ENBREL C! and other agents that inhibit TNF have been associated with
rare cases of new onset or exacerbation of central nervous system demyelinating
disorders, some 'presentina with mental status changes ana some associated with
permanent disabilty. Cases of transverse myelitis, optic neuritis, multiple sclerosis, and
new onset or exaçerbation of seizue disorders have been observed in association with
ENBREL C8 thei:py. The causal relationship to ENBREL C! therapy remais Wlclear.
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Whle no clinical trals have been perfomled evaluating ENBREL ~ therapy in patients
with multiple sclerosis, other TNF antagonists administered to patients with multiple
sclerosis have been associated with increases in disease activity. 

19, 20 Prescribers should

exercise caution in considering the use of ENBREL $ in patients with preexisting or
recent-onset centr nervous system demyelinating disorders (see ADVERSE
REACTIONS).

Hematologic Events

Rare report of pancytope~ia including aplastic anemia, some with a fatal outcome, have
been reprted in patients treated with ENBREL Q!. The causal relationship to ENBREL ~
therapy remans unclear. Although no high risk group has been identified; caution should
be exercised in patients being treated with ENBREL ~ who have a previous history of
si¡nficant hematologic abnonnalities. All patients should be advised to seek immediate
medical attention if they develop signs and symptoms suggestive of blood dyscrasias or
infection (e.g., persistent fever, brusing, bleeding, pallor) while on ENBREL~.
Discontinuation of ENBREL db therapy should be consid~red in patients with conÎired
signficant hematologic abnomialities.

Two percent of patients treated concurntly with ENBREL (â and anaknr developed
neutrpenia (ANC ~ 1 x I09IL). While neutropenic, one patient develope cellulitis
which recovered with antibiotic therapy.

PRECAUTIONS

General

Allergic reactions associated with adstrtion ofENBREL (â during clincal.trials have
ben reported in ~ 2% of patients. If an anaphylactic reaction or other serious allergic
reacon occurs, adinistrtion ofENBREL ~ should be discontinued immediately and

appropriate therapy initiated.

Information for Patients

If a patient or caregiver ls to administer ENBREL (f, the patient or caegiver should be
instrted in iJ\eetion techniques and how to measure the correct dose to help ensure the

proper 'administrtion of ENBREL ~ (see the ENBREL ~ (etaercept) "Patient
Information" insert). The first injection should be performed under the supervsion of a
quaified health car professional. The patient's or cargiver's abilty to inject
subcutaeously should be åssessed. Patients and cargivers should be instrcted in the
technque as well as proper syrnge and nt~edle disposal; and be cautioned against reuse of
needes and syrges. A puncture..resistant container for disposal of needles and syrnges
should be used. If the product is intended for multiple use, additional syrnges, nèedles,
and alcohol swabs will be required.
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Patients with Heart Failure

Two large clinical trals evaluating the use of ENBREL ~ in the treatment of hear failure
were tenninated early due to lack of effcacy. Results of one study suggested higher
mortity in patients treated with ENBREL ~ compared to placebo. Results of the second
study did not corrborate these observations. Anlyses did not identify speific factors
associated with increased risk of adverse outcomes in hear failure patients trated with

ENBREL I! (see ADVERSE REACTIONS: Patients with Heart Failure). There have
been post-marketig reports of worsening of congestive hear failure (CHF), with and
without identifiable precipitati~g factors, in patients taking ENBREL~. There have also
been rae report 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
hea faiure, and moiutor patients carefully.

Immunosuppression

Anti-TNF therapies, including ENBREL~, afect host defenses against infections and
malgnancies since TNF mediates ìnflamation and modulates cellular immune
responss. In a study of 49 patients with RA trated with ENBREL ~; there was no
evidence of depression of delayed-tye hypersensitivity, depression of imunoglobulin
levels, or chage in enumeration of effector cell populations. The impact of treatment
with ENBREL (l on the development and course of maligncies, as well as active and/or
chronic infections, is not :fly understood (see WARINGS, ADVERSE
RECTIONS: Infections, and Malignancies). The safety and effcacy ofENBREL (f in
patients with immunosuppression or chronic infections have not been evaluated.

Immunizations

Most psoriatic arhritis patients receiving ENBREL ~ 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 ENÐREL~. The clinical significance of this is unown. Patients receiving
ENBREL e may receive concurent vaccinations, except for live vaccines. No data are
available on the seconda transmission of infection by live vaccines in patients receiving
ENBREL ~ (see PRECAUTONS: Immunosuppression).

It is recommended that JRA patients, if pO$sible, be brought up to date with all
immunzations in agreement with curent immunzation guidelines prior to initiating
ENBR.L (l therapy. Patients with a signifiCaht exposure to varicella virus should
temporarily discontinue ENBREL ~ therapy and be considered for prophylactic treatment
with- Varcella Zoster Immune Globulin.
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Autoimmunity

Treatment with ENBREL i! may result in the formation of autoantibodies (see ADVERSE
REACTIONS: Autoantibodies) and, rarely, in the development ofa lupus-like
syndrome (see ADVERSE REACTIONS: Adverse Reaction Information from
Spontåneous Reports) which rnay resolve following withdrawal of ENBREL i!. If a
patient develops symptoms and findings suggestive of a lupus-like syndrome followig
treatment with ENBREL ~, treatment should be discontinued and the patient should be
carefully evaluated. .

Drug Interactions

Specific drg interaction studies have not been conducted with ENBREL i!. However, in
a study in which patients with active RA were treåted for up to 24 weeks with concurent
ENBREL ~ and anakinra therapy, a 7% rate of serious infections was observed, .which wa
higher th that observed with ENBREL i! alone (0%) (see also WARNNGS). Two

percent of patients treated concurently with ENBREL i! and annr developed
neutropenia (ANC c: I x 109IL).

Carcinogenesis, Mutagenesis, and Impairment of Fertilty

Long-ter anmal studies have not been conducted to evaluate the carinogenic potential
ofENBREL i! or its. effect on fertilty. 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 ragig
from 60.. to 100-fold higher than the human dose and have revealed no evidence ofhan
to the fetus due to ENBREL i!. There are,. however, no studies in pregnant women.
Because anmal reproduction studies are not always predictive ofhuian response, ths

drg should be used during pregnancy only if Clearly needed.

Nursing Mothe..

It is not known whether ENBREL i! is excreted in human milk or absorbed systemically
after ingestion. Because many drugs 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 moo. whether to discontinue nursing or to discontinue
the drg.

Geriatric Use

A tota of 197 RA patients ages 6$ YeaS or older have been studied in clinical trals. No
overall differences in safety or effectiveness were observed between these patients and
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younger patients. Because there is a higher incidence of infections in the elderly
population in general, cåution should be used in treating the elderly.

Pediatric Use

ENBREL ~ is indicated for tratment ofpolyarciilar-coursejuvenile rheumatoid artis

in patients who'have had an inadequate response to one or more DMARDs. For issues
relevant to pediatric patients, in addition to other sections of the label, see also
WARNINGS; PRECAUTIONS: Immunizations; and ADVERSE REACTIONS:
Adverse Reactions in Patients with JR. ENBREL ~ ha not been stdied in children
c( 4 years of age.

ADVERSE REACTIONS

Adverse Reactions In Adult Patients with RA, Psoriatic Arthritis, or
Ankylosing Spondylitis

ENBREL ~ ha been studied in 1440 patients with RA foilQ~ed for up to 57 months, in
157 patients with psoriatic aritis for 6 months, and in 222l?atients with anylosing
spondylitis for up to 10 month. In contrlled trals, thè'prportion ofENREL ~-trated
patients who. discontinued treatment due to adverse events was approxiately 4% in the
indicátions studied. The vast majori~ of these patients were treated with the
recommended dose of 25 mg SC twice weekly.

-"

\.

Injection Site Reactions

In controlléd trials, approximately 37% of patients treated with ENBREL ~ developed
injection site reactions. All injection site reactions were described as mild to moderate
(eryhema and/or itching, pain, or swellng) and generally did not necessitate drg
discontinuation. Injection site reations generally occured in the first month and
subsequently decreased in frequency. The mean duration of inection site reactions was 3
to 5 days. Seven percent of patients experienced redness at a previous injection site when
subsequent injections were given. In post-maketing experience, injection site bleeding
an brusing have also been observed in conjunction with ENBREL C! therapy.

Infections

In controlled trals, there were no differences in rates of infection among RA, psoriatic
aritis, and ankylosing spondylitis patients treated With ENBREL ~ and those treated

with placebo or MTX. The most common type of infection was upper respiratory
infection, which occurred at a rate of approximately 20% among both ENBREL ~ - and
placebo..treated patients.

In placebo'"ontrolled trals in RA, psoriatic artis, and anylosing spondylitis no
increase in the incidence of serious infections was observed (approximately 1 % in both
placebo- and ENBREL ~-treated groups). In all clinical trals in RA, serioús infections
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experienced by patients have included: pyelonephrtis, bronchitis, septic artis,

abdominal abscess, cellulitis, osteomyelitis, wound infection, pneumonia, foot abscess,
leg ulcèr, diarhea, sinusitis, and sepsis. The rate of serious infections ha not increasd
in open-label extension trals and is similar to that observed in ENBREL ~.. and
placebo-treated patients from controiièd trals. Sérious. infections, including sepsis and

death, have also been reportd durng post-maketing use ofENBREL~. Some have'
occured withn a few weeks after initiating treatment with ENBREL~. Many of the
patients had underlying conditions (e.g" diabetes, congestive hear failure, Wstory of
active or chronic infections) in addition to their rheumatoid artis (see WARGS).
Data from a sepsis clinical trial not specifically in patients with RA suggest tht
ENBREL ~ treatment may increase mortalty in patients with established sepsis?1

In patients who received both ENBREL ~ and anaka 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
pnèumonia died due to respiratory failure.

In post-marketing .experence, inections have been observed with varous pathogens
including vi~, bacterial, fugal, and protozoal organsms. Inections have been noted in
all organ systems and have been reported in patients receivig ENBREL ~ alone or in
combination with immunosuppressive agents.

Malignancie$

Patients have been observed in clincal trials with ENBREL (! for over 3 year. The
incidence of maligncies has not increased with extended exposure to ENBREL ~ and is

similar to that expected when projected from the National Cancer Institute's Sureilance,
Epidemiology and End Results database.22 .

Immunogenicity

Patients with RA, psoriatic artis, or anlosing spondylitis were tested at multiple

timepoints for antibodies to ENBREL (!. Antibodies tQ the TNF receptor porton or other
protein components of the ENBREL ~ drug prod~ct, all non..neutralizing, were detected at
least once in sera of .. 5% of adult patients with rheumatoid artis, psoriatic arhrtis,

or ankylosing spondylitis. No apparent correlation of antibody development to clincal
response or adverse events was observed. Results from JRA patients Were simiar to
those seen in adult RA patients treated with ENBR.L Q!. The long-tenn imiunogenicity
otENBREL i! is unown.

The data reflect the percentage of patients whose test results Were considered positive for
antibodies to ENBREL i! in an ELISA assay, and are hiahy dependent on the sensitivity
and specificity of the assay. Additionally, the observed incidence of antibody positivity
in an assay may be influenced by several factors including sample hardling, concomitant
medications, and underlyig disease. For these reasons, comparson of the incidence of
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antibodies to ENREL ~ with the incidence of antiboes to other proucts may be
misleadng.

Autoantibodies

Patients ha serum samples tested for autoantibodies,at multiple timepoints. In Studies I
and II, the percentae of patients evaluated for antinuclear antibodies (ANA) who
developed new positive ANA (titer 2: 1 :40) was higher in patients treated with ENBREL ~
(11%) th in placebo-trated patients (5%). The percentage of patients who developed
new positive anti-double-stranded DNA antibodies was also lugher by raioimmunoassay

(15% of patients treated with ENREL ~ compared to 4% of placebo-treated patients) and
by crithidia lucilae assay (3% of patients trated with ENBREL ~ compard to none of
placebo-treated patients). The proporton of patients treated with ENBREL ~ who
developed anticardiolipin antibodies was simlarly increased compared to pl~ebo-treated
paents. In Study II, no pattern of increaed autoantibody development was seen in

ENBREL C! patients compared t~ MTX patients.

The impact of lo~g-term trtment with ENBREL ~ on the development of autoimmune
diseases is unown. Rae adverse event report have described patients with rheumtoid
factor positive and/or erosive RA who have developed additiona autoantibodies in
conjunction with rash and other featues suggesting a lupus-like syndrome.

Other Adverse Reactions

Table 6 sumizes events reported in at least 3% of al patients with lugher incidence in
patients treaed with ENBREL 18 compared to controls in placebo-controlled RA trials

(including the combination metotrexate tral) and relevant events from Study 1l.
Adverse events in psoriatic arhrtis and anlosing spondylitis trials were simila to those
reported in RA clincal trals. .
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Table 6
Percent of RA ~atients Reportng Adverse Events

in Controlled Clinical Trials.

Placebo Controlled

Pereent of atients

Event
MTX

(N=217)

Injection site reaction 10 37 7 34Infection (total)" 32 35 72 64
Non-upper respiraory infection (non-URI)-- 32 38 60 5 i
Upper respiratory infection (UR)" . 1 6 . 29 39 3 iHeadche 13 17 27 24Nausea 10 9 29 15Rhinitis 8 12 14 16Diziness 5 7 1 I 8Phagitis 5 7 9 6Cough 3 6 6 5Asthenia 3 5 12 11Abdominal pain 3 5 10 10Rah 3 5 23 14Peripheral edema 3 2 4 8Respirtory disorder 1 5 NA NADyspepsia i 4 10 11Sinusitis 2 3 3 5Vomiting 3 8 5Mouth ulcer 2 14 6Alopecia i 12 6. Pneumonitis "MTX lun " 2 0

Includes data frm the6-month study in which patients received concurent MT therapy.
l The durtion of exposure for patients receiving placebo was less than the ENBREL. -trated

patients.

-- Infection (total) includes dat from all thee plåeebo-ontrlled trials. Non-URI and URI include
data only from the two piacebo-controlled trials where infections were collected separely from
adverse events (placebo N = 110, ENBREL. N = 213).

In controlled trals ofRA and psoriatic artis, rates of serious adverse events were seen
at a frequency of approximately 5% among ENBREL (!.. and control-treated patients.
Among patients with RA in placebo-controlled, active-controlled, aDd open-label trials of
ENBREL if, maigncies (see ADVERSE REACTIONS: Malignancies) and inections
(see ADVERSE REACTIONS: Infections) were the most common serous adverse
events observed. Oter infequent serious adverse events observed in RA, psoriatic .
artis, and anlosing spondylitis clinical trals are listed by body system below:
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Cardiovascular: hear failure, myocardial infarction, myocardial
ischemia, hypertension, hypotension, deep vein
thombosis, thombophlebitis

cholecysttis, pancreatitis, gastrointestinal
hemorrhage

bursitis, polymyositis

cerebral ischemia, depression, multiple sclerosis

(see WARINGS)

Digestive:

Musculoskeletal:

Nervous:

Respiratory: dyspnea, pulmonar embolism

Urogenita: membraous glomerulonephropathy

In a radomized controlled tral in which 51 patients with RA received ENBREL (j 50 mg
twce weekly and 25 patients received ENBREL (j 25 mg twce weekly, the followig
serious adverse events were observed in the 50 mg twce weekly an: gastrointestinal
bleeding, norm pressure hydrocephaus, seizure, and stroke. No serious adverse events
were observed in the 25 mg an.

Adverse Reactions in Patients with JRA
.

In general, the adverse events in pediatrc patients were similar in frequency and type as
those seen in adult patients (see WARNINGS and other sections under ADVERSE
REACTIONS). Differences from adults and other spcial considerations ar discussed
in the following parraphs.

Severe adverse reactions reported in 69 JRA patients ages 4 to 17 year included varcella
(see also PRECAUTIONS: Immunizations), gasenteritis, depression/persnality
disorder, cutaeous ulcer, esophagitis/gastritis, group A streptococal septic shock, tye I
diabetes mellitu, and soft tissue and post-operative wound infection.

Fort..thee of 69 (62%) children with JM experienced an infection whie receiving

ENBREL (j durng thee month of study (par 1 open-label), and the frequency and
seventy of inections was .similar in 58 patients completing 12 months of open-label
extension therapy. The types of inections reported in JR patients were generally mild
and consistent with those commonly seen in outpatient pediatrc populations. Two JR
patients developed varicella infection and signs and symptoms of aseptic meningitis
which resolved without sequelae.

The following adverse events were reported more commonly in 69 JRA patients receiving
3 months ofENBREL (j compared to the 349 adult RA patients in placebo..contrlled
trials. These included headache (19% of patients, 1.7 events per patient-year), nausea
(9%, 1.0 events per patient-year), abdominal pain (19%, 0.74 events per patient..yea), and
vomiting (13%, 0.74 events per patient-year).
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In post-marketing experience, the following additional serious adverse events have been
reported in pediatrc patients: abscess with bacteremia, optic neuritis, pancytopenia, .

seizues, tuberculous artis, urinar trct infection (see WARINGS), coaguopathy,
cutaeous vasculitis, and transainae elevations. The frequency of these events and

their causal relationship to ENBREL ~ therapy are unown.

Patients with Heart Failure

.

Two radomized placebo-controlled studies have been performed in patients with CHF.
In one study, patients received either ENBREL ~ 25 mg twice weekly, 25 mg thee times
weekly, or placebo. In a second study, patients received either ENBREL ~ 25 mg once
weekly, 25 mg twce weekly, or placebo. Results of the first study'suggested higher
mortity in patients treated with ENBREL ~ at either schedule compared to placebo.

Results of the second stuy did not corroborate these observations. Analyses did not

identify specifc factors associated with increased risk of advere outcomes in hear
failure patients treated with ENBREL ~ (see PRECAUTIONS: Patients with Heart
Failure).

Adverse Reaction Information from Spontaneous Report

Adverse events have been reported durng post-approval use ofENBREL~. Because
these events are reported voluntaly from a popul~tion of uncertain size, it is not always .
possible to reliably estiate their frequency or establish a causal relationship to

ENBREL ~ exposure.

Additional adverse events are listed by body system below:

Body as a whole: angioedema, fatigue, fever, flu syndrome,
generalized pain, weight gain

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

altered sense of tate, anorexia, diarhea, dry mouth,
intestinal perforation

adenopathy, anemia, aplastic anemia, leukopenia,
neutropenia, pancytopenia, thombocytopenia (see
WARINGS) .

Cardiovascular:

Digestive:

Hematologic/Lymphatic:

Musculoskeletl: joint pain, lupus-like syndrome with manifestations
including rash consistent witl subacute or discoid
lupus

paresthesias, stroke, seizures and central nervous
system events suggestive of multiple sclerosis or

Nervous:
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Ocular:

isolated demyelinating conditions such as trvers

myelitis or optic neuritis (see WARNGS) .

dr eyes, ocu.lar inflamation

dyspnea, interstitial lung disease, pulmona
disease, worsening of prior lung disorder

'cutaeous vasulitis, pruritis, subcutaeous nodules,
uricaria

Respiratory:

Skin:

OVERDOSAGE

The max~um tolerated dose ofENBREL ~ has not been established in humans.
Toxicology studies have been performed in monkeys at doses up to 30 times the hum
dose with no evidence of dose-limiting toxicities. No dose-limiting toxicities have been
obserVed durng clinical trals ofENBREL~. Single iv doses up to 60 mg/m2 have been
adinstere to healthy volunteers in an endotoxemia study without evidence of

dose-limiting ~oxicities.

DOSAGE AND ADMINISTRATION

Adult Patients

The recommended dose of ENBREL ~ for adult patients with rheumatoid artis,

psoriatic artis; or anylosing spondylitis is 25 mg given twce weekly as a

subcutaneous injection 72-96 hours apatt(see CLINICAL STUDIES). Methotrexate,
glucocorticoids, salicylates, nonsteroidal anti-inammatory drugs (NSAIDs), or
anlgesics may be continued during treatment with ENBREL~. Based on a study of
50 mg ENBREL ~ twice weekly in patients with RA tht suggested higher incidence of
adverse reactions but similar ACR response rates, doses higher than 25 mg twice weekly
are not recommended (see ADVERSE REACTIONS).

JRA Patients

Th recommended dose of ENBREL ~ for pediatric patients ages 4 to 17 years with active

polyaricular-course JR is 0.4 mglkg (up to a maximum of25 mg per dose) iiven twce
weekly as a subcutaneous injection 72-96 hours apar. Glucocorticoids, nonsteroida
anti.infamtory drugs (NSAIDs), or analgesi,cs may be continued durng treatment with

ENBREL~. Concurrent use with methotrexate and higher doses'ofENBREL ~ have not
been studied in pediatric patients.

Preparation of ENBREL ~

ENBREL ~ is intended for use under the guidance ~d supervision of a physician.
Patients may self-inject when deemed appropriate and if they receive medieal follow.up,
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as necessar. Patients should not self-admnister until they receive proper trinng in how
to prepare and admiister the correct,dose.

ENBREL IB should be reconstituted asepticaly with 1 mL of the supplied Steril~
Bacteriostatic Water fotInjection, USP (0.9% benzyl alcohol) giving a solution of 1.0 mL
contanii.g 25 mg ofENBREL 1B.

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. lfthe vial wil be used for multiple doses, a 25-gauge needle should be used for
reconstituting and withdrawing ENBREL ~, and the' supplied "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-us solution

tht must be used within i 4 days. '

Ifusing the vial adapter, twst the vial adapter onto the diluent syrnge. Then, place the
vial adapter over the ENBREL IB vial and insert the vial adapter into the vial stopper.
Push down on the plunger to inject the diluent into the ENBREL ~ vial. Keeping the
diluent syrnge in place, gently swirl the contents of the ENBREL IBvial durg
dissolution. To avoid excessive foamng, do not shake or vigorously agitate.

Ifusing a 25-gauge neede to reconstitute and withdraw ENBREL 1B, the diluent should be
injected very slowly into the ENBREL ~ vial. It is normài for some foamin to occur.
The contents should be swirled gently durng dissolution. To avoid excessive foaming,
do not shake or vigorously agitate.

Generally, dissolution ofENREL OJ taes less than 10 minutes. Visually inspect the
solution for parculate matter and discoloration prior to administration. The solution
should not be used if discolored or cloudy, or if parculate matter remains.

Withdraw the correct dose of reconstituted solution into the syrnge. Some foåm or
bubbles may remain in the vial. Remove the syringe from the vial adapter or remove the
25..gauiie needle from the syringe. Attch a 27-gauge needle to inect ENBREL C!.

The contents of one vial of ENBREL OJ solution should not be mixed with, or trferred

into, the contents of another vial of ENBREL l!. No other medications should be added to
solutions containing ENBREL C!, and do not reconstitute ENBREL l! with other diluents.
Do not filter reconstituted solution during preparation or administration.

The ENBREL OJ (etanercept) "Patient Information" insert contains more detaled
instrctions on the prepartion ofENBREL C!. Reconstitution with the supplied BWFI,
using a 25-gauge needle, yields a preserved, multiple-use solution that must be used
withn 14 days., Discard reconstituted solution afer 14 days. PRODUCT STABILITY
AND STERILITY CANOT BE ASSURED AFTER 14 DAYS.
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Administration of ENBREL ~

Rotate sites for injection (fuigh, abdomen, or Upper an). New injections should be given
at least one inch from an old site and never into areas where the skin is tender, bnised,
red, or hard. See the ENBREL ~ (etanercept) "Patient Information" insrt for detaied

information on injection site selection and dose adsttion.

Storage and Stabilty

Do not use a dose tray beyond the expiration date staped on the caron, dose try label,

vial label, or diluent syrge labeL. The dose try contaning ENBREL 18 (sterile powder)
must be refrigerated at 2°.8°C (36°-46°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 at 2°_8°C (36°-46°F). Discard reconstituted solution afer 14 days.
PRODUCT STABILITY AND STERILITY CANOT BE ASSURED AFlER 14
DAYS.

.

HOW SUPPLIED

ENBREL CI is supplied in a caron containig four dose trys (NC 58406-425-34). Each
dose tray contain one 25 mg vial of etaercept, one diluent syrnge (I mL Sterile
Bacteriostatic Water for Injection, USP, contaning O.90Ai benzl alcohol), one 27-gauge
Vi inch needle, one vial adapter, one plunger, and two alcohol swabs. Each caron
contain fOUr "Mixing Date:" stickers.

RxOnly
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PATIENT INFORMATION

ENBREL ~ (pronounced en-breI)

Read these instrctions carefully before you start takng ENBREL ~ . You should read
this leaflet each time you get your prescrition refilled, in case something has changed.
The informtion in this leaflet does not tae the place of talking with your doctor before
you star tang this medication and at check ups. Talk to your doctor if you have any
questions about your treatment with ENREL il.

What is ENBREL CI?

ENREL ~ is a medicine for adults and children with moderate to sever form of
rheumatoid artis (R) and a tye of disease called psoriatic (sore-ee-ah-tick) artis.
ENREL il is also for adults with a tye of artis called anklosing spondylitis (ank-e-
low-sing spond-e-lie-tis) (AS). RA, psoriatic arritis, and AS are inflamatory diseases
that afect the joints in your body. Psoriatic artis is usually seen in patients with

psoriasis, a skin condition that can also cause thick red or silvery skin patches (''psoriatic
skin lesions") that can appear anywhere on the body. .

How does ENBREL CI work?

ENBREL ~ is a type of protein called a TNF blocker that blocks the action of a substance
your bo makes called TN-alpha (tuor necrosis factor alpha). TN-alpha is made by
your bod's imune system. People with immune diseases like RA and psoriatic
artis, as well as patients with AS, have too much TN-alpha in their bodies, which

can caus inflammation and lead to painful, swollen joints and psoriatic ski lesions in
psoriatic artis. ENREL ~ can reduce the amount ofTN in the body to normal

levels, helping to trat joint daage and skn lesions.

While takng ENREL il can block the damage that too much TN-alpha can cause, it can
also lower the abilty of your immune system to fight infections. So, takng ENBREL ~
can make you more prone to getting infections or make any infection that you may have
worse.

ENBREL lI (etan.reept)
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What important information do I need to know about taking ENBREL ~?

All medicines have side effects. Medicines, like ENBREL~, that affect your immune
system can cause serous side effects. The possible senous side effects include:

Serous infections: There have been rare cases wher patients taking ENBRELC/ or other
TN-blocking agents have developed serous infections, including tuberculosis (TB) and
infections caused by bactera or fugi that have spread thoughout their body (sepsis).
Some patients have died from these infections. If you tend to get infections easily or if
you develop an infection while takg ENREL C/, you should tell your doctor right away.

Nervus system diseases: There have been rare cases of disorders that affect the nervous
system of people takng ENREL ~ or other TN blocker. Signs that you could be
expenencing a problem affecing your nerous system include: numbness or tingling
thoughout your body, problems with your vision, weakess in your arms and/or legs and .
dizzness.

Blood problems: In some patients the body may fail to prodce enough of the blood cells
that help your body fight infections or help you to stop bleeding. If you develop a fever
that doesn't go away, bruise or bleed ver easily or look very pale, cali your doctor right
away. Your docor may decide to stop your treatment. Some people have also had

syptoms that resemble lupus (rah on your face and ars that gets worse in the sun)
that may go away when you stop tag EN:RL C/.

Hear problem: You should also tell your doctor if you have ever been treated for hear
failure. !fyou have, your doctor may choose not to sta you on ENREL~, or may want
to montor you more closely.

Allerjç reactions: Some patients have had allergic reactions to ENBREL (/. if you
develop a sever rash, swollen face or diffculty breathng while takig ENBREL (/, call
your doctor nght away.

Ther have also been very rae reprts of cancer (malisnancies) in patients tanS
ENREL cB. These reports do not appear to be different for people takng ENBREL (/, as
for those people in the general population who are not takig ENBRELlt.

BeCore you start taking ENBREL ~ you should teU your doctor if you have or have
had any of the following:

. Any kind of infection including an infection that is in only one place in your boy
(such as an open cut or sore), or an infection that is in your whole body (such as the
flu). Having an inection could put you at nsk for serous side effeets from
ENREL cB. If you are unsure, please ask your doctor.

. A history òf infections that keep coming back or other conditions, like diabetes, that

might increase your nsk of infections.

ENBREL · (.tanereept)
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. If you have ever had tuberculosis (TB), or if you have been in close contact with
someone who has had tuberculosis. if you develop any of the symptoms of
tuberculosis (a dr cough that doesn't go away, weight loss, fever, night sweats) call
your doctor right away. You wil need to be examned for TB and have a ski test.

. If you experence any numbness or tingling or have or have ever had a disease that
affects your nervous system like multiple sclerosis.

. If you have been newly diagnosed or are being treated for congestive hear failure.

. If you are scheduled to have major surger.

. If you are scheduled to be vaccinate for anything.

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

What are the other more common side effect with ENBREL ~?

. Reactions wher the injection was given. These reactions are usually mild and
included redness, rash, swellng, itching, or brsing. These usually go away with 3
to 5 days. If you have pain, reess or swellig around the injection site that doesn't
go away or gets worse, call your doctor right away.

. Upp respiratory infections (sinus infections)

. Headaches

Who should not take ENBREL ~?

You should not tae ENBREL (t if you have ever had an allergic reaction to ENREL (t.

Can i take ENBREL at If i am pregnant or breast..feeding?

ENREL ~ has not been studied in pregnant women or nursing mothers, so we don't
know what the effects are on pregnt women or nuring babies. You should tell your
doctor if you are prgnant, become pregnant; or ar thinkng about becoming pregnant.

Can i take ENBREL at if i am taking other medicines for my RA, Psoriatic
Artritis, Ankyloslng Spondylitis or other conditions?

Yes, you ca tae other medicines if your doctor has prescribed them or has told you it is
OK to tae them while you are taS ENBREL~. It is importt that you tell your
doctor about any other medicines (for example, high blood pressure medicine) you are
takg for other conditions before you sta tang ENREL e.

You should also tell your doctor about any over-the-counter drgs, herbal medicines and
vitamn and mieral supplements you are takg.

ENBREL li (etanereept)
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How do I take ENBREL .1

ENBREL qp is given by injection under the skin twice a week. The amount (one dose per
vial or more than one dose per vial) ofENBREL ~ that your doctor wil tell you to use is
based on body weight.

Make sure you have been shown how to inject ENBREL qp before you do it yourself. . You
can call your doctor or the ENREL ~ toll-free information line at 1-888-4ENBREL .
(1-888-436-2735) if you have any questions about ENBREL ~ or about giving yourself or
your child an injection. Someone you know can also help you with your injection.
Remember to take this medicine just as your doctor has told you and do not miss any
doses.

What should i do if i miss a dose of ENBREL .1

If you forget to tae ENBREL qp when you ar supposed to, contact your doctor to find
out when to tae your next dose ofENBREL qp.

What do i need to do to prepare and give an injection of ENBREL 81

STEP 1: Setting up for an Injection

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

2. Take the ENBREL (i dose tray out of the refgerator and place it on your flat work
SUace.

3. Check the expiration date on the dose try. If the expiration date has pased, do not
use the dose tray. Also check to make sure the dose tray has seven items as picted
below:

. One prefilled diluent synge contaning 1 mL of diluent (liquid)

. One plunger

. One ENREL (i vial

. On 27-gauge ~ inch needle in hard plastic cover

. One vial adapter

. Two alcohol swabs

ENBREL · (etanereept)
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If the expiration date has passed or the seven items are not included in the dose try,

contact your pharacist or call 1 -888-4ENREL (1-888-436-2735) for assistance.

BIHR." ~..'VlII-UJ
Vt .

Mli.ir.
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4. Wash your hands with soap and war water.

s. Peel the paper seal off the dose try and remove all items.

6. Inect the volume of diluent in the synge with the gry tip cap pointing down. Use

the unit markings on the side of the syrnge to make su there is at least 1 mL of
liqud in the syrnge. If the level of liqud is below the i mL mak, do not use. Call
1-888-4ENBREL (1-888-436-2735) for assistace.

STEP 2: Preparing the ENBREL ~ Solution

Ther ar two method for prearng the ENREL l! solution. For some children, one
vial of ENREL ~ solution can be used for more than one dose. The free-hand method
should be used for children on ENREL ~ who are using one vial of ENBREL ~ solution
for more than one dose. You should not use the vial adapter method if you wil be
using the vial more tban oneco Ask your healthcare provider ilyou have questions
about which method to use.

· Tbe Vial Adapter Method

Adult patient~ and larer children on ENREL ~ may us the vial adapter devce to assist
with mixing the powder wit the liquid and withdrwing ENBREL ~, and then use a
27-gauge needle to inject the dose. This method should not be used tor ehldreD using
multiple doses from tbe same vial of ENRREL~. The instrctions for using the vial
adapter method are in STEP 2A.

. The Free-Hand Metbod

In the free-hand metod, a 25-gauge needle is used to assist with mixing the powder with
the liquid and withdrwing ENBREL ~, and a 27-gauge needle is used to inject the dose.
Inctions for using the fre-hand method ar in STEP 2).

The instrctions for preparng additional doses from the. same vial of ENREL~ solution
are in STEP 3. For each additional dose, you wil need two new needles (one 2$-gauge

SNBREL- (etnercept)
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needle to withdraw the solution and one 27-gauge needle for injection) and one new
empty syrnge (1 mL). NEVER REUSE A SYRGE OR NEEDLE.

If you are using the vial of ENBREL (l for more than one dose, you should wnte the date
you mixed the powder and liquid in the ara marked "Mixing Date:" on the supplied .
sticker attached to these instrctions, and attach the sticker to the ENREL (l viaL.

After you have withdrawn the dose of ENREL (l that you need, store the ENBREL (l vial

(in the dose tray) in the refrgerator at 36° to 46°F (2° to 8°C) as soon as possible, but
always with 4 hours of mixing the solution.

The ENREL (l solution must be used withn 14 days of the mixing date. You should
discard the ENBREL (l vial and any remang solution if it is not used withn 14 days.
Do not mix any remaining liquid in one vial ofENREL (l solution with another.

There is a tool available which can help you remove the pin plastic cap on the
ENREL (l vial, the gry tip cap on the prefilled diluent syrge and the needle cover on
the syrge. This cap removal tool is provided to ENREL (l patients in the Resource Kit.
You can request the Resource Kit by calling 1-888-4ENBREL (1-888-436-2735).

STEP 2A: Vial Adapter Method

i. Remove the pin plastic cap from the ENREL (l viaL. Do not remove the gray
stoppe or silver metal ¡ing around the top of the ENREL (l viaL.

Me'" RI

Plllø~ .

2. Place the ENREL (l vial on your flat work suace or tu your dose try upside
down and place your ENREL (l vial in the round space marked "V". Use one

. alcohol swab to clean the gry stopper on the ENBREL (l viaL. Do not touch the gray
stopper with your hands.

3. Open the Wlapper that contains the 27-gauge needle by peeling apart the tabs and set
the needle aside for later use.

ENBREl- (etanereept)
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4. Op the wrpper that contains the vial adapter by peelig apar the tabs and set the
vial adapter aside for later use. Do not touch the spike inside the vial adapter.

5. Slide the plunger into the flange end of the syrnge.

6. Attch the plunger to the gry rubber stopper in the syrge by tug the plunger
clockwise until a slight resistace is felt.

ENBREL · (etanercept)
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7. Remove the gray tip cap from the prefilled diluent syrnge. Do not bump or touch the
plunger. Doing so could cause the liquid to leak out. You may see a drop ofliquid
when removing the gray tip cap. This is normaL. Place the gray tip cap on your flat
work surface. Do not touch the syringe tip.

8. Once the gry tip cap is removed, pick up the vial adapter with your free hand. Twist
the vial adapter onto the syrnge .until a slight resistace is felt. Do not over-tighten.

9. Hold the ENBREL Ol vial upright on your flat work surace. Gras the sides olthe
vial adapter and place it over the top of the ENBREL cl viaL. Do notbump or touch
the plunger. Doing so could cause the liquid to leak out. Inert th vial adapter into

the sray stopper on the ENBREL Ol viaL. The plastic spike inside the vial adapter
should punctue the gray stoppr. The vial adapter should fit snu¡ly.

ENBREL ~ (etanereept)
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10. Hold the ENBREL ~ vial upright on your flat work surface and push the plunger down
until all the liquid from the syrnge is in the ENBREL ~ viaL. You may see foaming
(bubbles) in the viaL. This is nonnal.

11. Genty swirl the ENBREL C! vial in a circular motion to dissolve the powder. If you
used the dose try to hold your ENREL li vial, take the vial (with the vial adapte
and syrnge still attached) out of the dose try, and gently swirl the vial in a circular
motion to dissolve the powder.

DO NOT SHA. Wait until all the powder dissolves (usually less than 10
minutes). The solution should be clear and colorless. After the powder has
completely dissolved, foam (bubbles) may stil be present. Ths is nonnal. Do not

inject the solution if it is discolored, contains lumps, fI,ikes, or particles. If all the

Powder in the ENREL li vial is not disslved or there are paricles present after 10
minutes, call 1-8884ENBREL (1-888436-2733) for assistace.

ENBREL · (etanercept)
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12. Tum the ENREL (J vial upside down. Hold the syrnge at eye level and slowly pull
the plunger down to the unit markigs on the side of the syringe that correspond with
your/your child's dose. For adult patients, remove the entire volume (1 mL), unless
otherise instrcted by your doctor. Be careful not to pull the plunger completely

out of the syringe. Some white foam may remain in the ENREL (J viaL. This is
normaL.

i 3. Check for air bubbles in the syrnge. Gently tap the synge to make any air bubbles
rise to the top of the syrnge. Slowly push the plunger up to remove the ai bubbles.
If you push solution back into the vial, slowly pull back on the plunger to again draw
the correct amount of solution back into the syrge.

14. Remove the syrnge from the vial adapter, by holding the vial adapter with one hand
and tuing the syrge counterclockwise with your othei hand. Do not touch or

bump the plunger. Place the ENREL QÐ vial with the vial adapter on your flat work
suace.

1 S. Continue to hold th barrel of the syrnge. With your fre hand, twist the 27 -gauge
needle onto the ti of the syrige until it fits snugly. Do not remove the needle cover
from the syrnge. Place the synnge on your flat work suace until you are ready to
inject ENREL (J.

ENBREL e (etanercept)
Draft Date: 7/23/2003

10 Draft Patlent Package Insert



GO TO STEP 4: CHOOSING AN PREPARG AN INJECTON SITE.

STEP 28: Free-Hand Method

If you are preparig a dose from an ENRE qp vial that was previously used, go to
STEP 3: Preparg Additional Doses from a Single ENREL qp ViaL.

1. Remove the pink plastic cap from the ENBREL qp viaL. Do not remove the gray
stopp or silver metl ring around the top of the ENREL qp viaL. Write the date you

mix the powder and solution on the supplied "Mixing Date:" sticker and attach it to
the ENREL qp viaL.

MlIRl

2. Place the ENBREL 8 vial on your flat work suce. Use one alcohol swab to clean
the gray stopper on the ENREL qp viaL. Do not touch the gry stopper with your
hands.

3. Open the wrpper that contains the 25-gauge needle by peelig apart the tabs and set
the needle aside for later use. The 25-gauge needle wil be used to mix the liquid
with the powder and for withdrwing ENBREL qp from the viaL. .

ENBREL · (etanereept)
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4. Slide the plunger into the flange ~nd of the syrnge.

5. Attch the plunger to the gry rubber stoppe in the syge by tug the plunger
clockwise until a slight resistancr: is felt.

6. Remove the gry tip cap from the prefilled diluent syge. Do not touch or bump the
plunger. Doing so could cause the liquid to leak out. You may see a drop of liquid
when removig the tip cap. This is normaL. Place the gray tip cap on your flat work
suace. Do not touch the syrige tip.

- ENBREL ~ (etanercept)
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7. Continue to hold the barel of the syge. With your fre hand, twist the 2S-gauge

needle onto the tip of the syrige until it fits snugly. Place the syrnge on your flat
work suace.

8. Open the wrpper that contains the 27 -gauge needle by peeling apar the tabs and set
the needle aside for later use. The 27 -gauge needle wil be us to injec the dose.

9. Pick up the syrnge from your flat work suace. Hold the barel of the syrge with
one hand, and pull the needle cover straight off Do not touch the needle or allow it
to touch any surface. Do not touch or bump the plunger. Doing so could cause the
liquid to leak out.

ENBREL · (etanercept)
Draft Date: 7/23/2003
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10. Place the needle cover (open side up) in the round space marked "N" in the
ENREL Q! dose tray.

Nì8d1 Cø..

11. Place the ENBREL Q! vial on your flat work suace. Hold the syrnge with the needle
facing up, and gently pull back on the plunger to pull a smal amount of ai into the
syrge. Then, inser the needle staight down though the center nng of the gray

stopper (see ilustrtions). You should feel a slight resistace and then a "pop" as the

needle goes though the center of the stopper. Look for the needle tip inside the open
stoper window. if the neele is not correctly lined up with the center of the stopper,
you will feel constat resistace as it goes thugh the stoper and no "pop". The
needle may enter at an angle and bend, break or prevent you from adding diluent into
the ENBREL Q! viaL.

II...
VIII

12. Push the plunger down VERY SLOWLY until all liquid from the syge is in the
ENREL Q! vial. Adding the liquid too fastwil cause foamg (bubbles).

ENBREL a (etaneroept)
Draft Date: 7/2312003
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13. Leave the syringe in place. Gently swirl the ENREL ~ vial in a cirlar motion to
dissolve the powder.

DO NOT SHA. Wait until all the powder dissolves (usally less than 10
minutes). The solution should be clear and colorless. After the powder has
completely dissolved, foam (bubbles) may stil be present. This is nonal. Do not
inject the solution if it is discolored, eòntains lumps, flakes, or partcles. If all the
powder in the ENREL (8 vial is not dissolved or there are parcles present after i 0
minutes, call 1-888-4ENREL (1-888-436-2735) for assistace.

14. With the needle in the ENBREL ~ vial, tu the vial upside down. Hold the syrge at

eye level and slowly pull the plunger down to the unit makings on the side of the
syrnge that correspond with your child's dose. Make sure to kee the tip of the
needle in the solution. Some white foam may remain in the ENBREL (8 viaL. This is
normL.

is. With the needle still inserted in the ENREL ~ vial, check for ait bubbles in the
syrse. Gently tap the synge to make any air bubbles rise to the top of the syrnge.

ENBREL · (etanercept)
Draft Date: 7/23/2003
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Slowly push the plunger up to remove the air bubbles. If you push solution back into
the vial, slowly pull back on the plunger to draw the correct amount of solution back
into the syringe.

16. Remove the syrnge and needle from the ENBREL ~ vial. Keep the needle attched to
the syrnge and inert the 25-gauge needle strght down into the needle cover in the
ENREL ~ dose try.

~
You should hear a "snap" when the needle is secure in the needle cover. Once the
needle is secue in the needle cover, untwist the 25-gauge needle from the synge
and dispse of the needle in your SHAS container.

17. Twist the 27 -gauge needle onto the syrge until it fits snugly. Do not remove the
needle cover from the syrnge. Place the syringe on your flat work surace until you
are ready to inject ENBREL~.

ENBREL · (egnerce~)
Draft Date: 7/23/2003
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GO TO STEP 4: CHOOSING AN PREPARIG AN INJECTION SITE.

STEP 3: Preparing Additional Doses from a Single ENBREL · Vial

i. Select a clean, well-lit, flat work suace, such as a table.

2. The needles and syrnges supplied with ENREL · should not be reusd. You wil
need new ones for each additional dose. Your healthcare provider wil tell you what
tye of synges (1 mL) and needles (25- md 27-gauge) to use. Alcohol swabs are
available at the drg store. Place the sterle synge with a 25-gauge needle (for

withdrawing ENREL ~, a 27-gauge needle (for injecting ENREL ~ and two
alcohol swabs on your flat work suace.

3. Take the vial ofENBREL 41 solution that is stored in the dose try out of the
refrgerator and place it on your flat work suace.

4. Check the mixing date you wrote on the sticker on the ENBREL · viaL. Discard the
ENBREL. vial if more than 14 days have passed since the ENBREL. solution
was mixed.

s. Wash your hands with soap and wan water.

6. Use one alcohol swab to clean the gray stopper on the ENREL 41 vial. Do not touch
the stop with your hands.

7. If the syge and the 25-gauge needle are not pre-assembled, assemble them as

instrcted by your healthcare provider.

8. Open the wrapper that contans the 27-gauge needle by peelig apar the tabs and set
the needle aside for later use. The 27-gauge needle wil be used to inject the dose of
ENREL..

ENBREL at (etanereepi)
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9. Hold the syringe and pull the needle cover straight off. Do not touch the needle or
allow it to touch any suace. Place the needle cover (open side up) in the round

space marked "N" in the ENBREL C8 dose tray.

10. Place the ENREL ~ vial on your flat work surface. Hold the syrnge with the needle
facing up, and gently pull back the plunger to pull a small amount of air into the
syrnge. Then, inser the 25-gauge needle stnight down through the center ring of the

gry stopper. You should feel a slight resistance and then a "pop" as the needle goes
though the center of the stoppe. Look for the needle tip inside the open stopper
window. If the needle is not correctly lined up with the center of the stoppr, you
wil feel const resistace as it goes though the stopper and no "pop". The needle

may enter at an angle and bend, break, or prevent proper withdrawal of ENREL (!
solution from the viaL.

11. Keep the neede in the ENREL (! vial and tu the vial upside down. Hold the
syrnge at eye level, and slowly pull the plunger down to the unit markings on the
syrnge that corrspond to your child's dose. As the amount of solution in the
ENREL (! vial drops, you Iiy need to pull the needle back just enough to keep the
tip of the needle in the solution.

i 2. With the needle still inserted in the ENREL (! vial, check for air bubbles in the
syrnge. Gently tap the syge to make any air bubbles nse to the top of the syrnge.
Slowly push the plunger up to remove the air bubbles. If you push solution back into
the ENREL (! vial, slowly pull back on the plunger to again draw the correct amount
of solution back into the syrnge.

13. Remove the synge and needle from the ENBREL (! viaL. Keep the needle attched to
the syrnge and inser the 25-gauge needle straight down into the needle cover in the
ENREL (l dose try. You should hear a "snap" when the needle is secure in the
neede cover. Once the needle is secur in the needle cover, remove the 25-gauge
neee frm the syge and dispose of the needle in your SHARPS container.

14. Twist the 27-gauge needle onto the tip of the synge until it fits snugly. Do not
remove the needle cover from the synge. Place the syrnge on your flat work

surace until you are ready to inject ENREL (l.

STEP 4: Choosing and Preparing an Injection Site

1. Three reommended injection sites for ENREL (j include: (1) the front of the middle
thighs; (2) the abdomen, except for the two-inch area nght arund the navel; and, (3)
the outer area of the upper ar.

IN8REL ~ (etanereept)
Draft Date: 712312003

18 Draft Patient Package Insert



Freid Back

2. Rotate the site for each injection. Make sue that the new injecton is given at least
one inch from sites of recent injections. Do not inject into aras wher the skin is
tender, brused, red, or hard. Avoid areas with scar or strch marks.

3. To preare the area of ski wher ENREL (p is to be injected, wipe the injection site
with a new alcohol swab. Do not touch this area again before giving the injecton.

STEP 5: Injecting the ENBREL Qt Solution

i. Pick up the syrge frm your flat work sUDace. HQld the barel of the synge with

one liand and pull the needle cover stright off. Do not touch the needle or allow it to
touch any suace. Do not touch or bum the pluger. Doing so could cause the

liquid to lea out.

2. With one hand, gently pinch the cleaned ara of ski and hold it firmly. With the

other hand, hold the syrge (like a pecil) at a 45 degree angle to the skin.

ENBREL · (etanereept)
Draft Date: 7/23/2003
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3. With a quick, "dar-like" motion, push the needle into the skin.

4. After the needle is inerted, let go of the ski. Pull the plunger back slightly. Ifno

blood appea in the syrge, slowly push the plunger all the way down to inject
ENREL (8. Ifblood comes into the syrnge, do not inec ENREL C8 because the
needle has entered a blood vesseL. Withdraw the needle and repat the steps to
preare for an injection. Do not use the same syrge and needle. Dispose of the
use needle and syrge in your SHAS contaer.

5. When the syge is emPt, pull the needle out of the skn, being carful to keep it at
the same angle as insered.

6. Ther may be a little bleedig at the inection site. You can press a cottn ball or
gauze over the injection site for 10 seconds. Do not rub the inection site. If needed,
you may cover the injecon site with a bandage.

7. FOR USE IN CHIREN - If there is enough solution lef in the ENREL llvial
for another dose, refrgerte the ENBRELC8 vial (in the dose tray) after use.
Oterise, discar the ENREL C8 vial and any remaining solution.

STEP 8: Disposing of Supplies

· The synge, needles, and vial adpter should NEVER be reused. NEVER recap a
needle.

· Dispose of both the used needle and synie in a punctue-resistant container. A

SHARPS contane made specifically for dispsing of used syrges an needles may
be used. Do 80t recycle the container.

ENBRIL It (etanereept)
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. Keep the container out of the reach of children. When the container is about
two-thirds full, dispose of it as instrcted by your/your child's healthcare provider.
Follow any special state or local laws regarding the proper disposal of needles and
syrges.

. The ENBREL ~ vials, vial adapter, and used alcohol swabs should be placed in the
trsh. The dose tray and cover may be recycled.

All questions should be answered by a healthcare provider familar with ENBREL~. A
toll-free information service is also available: 1-888-4ENBREL (1-888-436-2735).

AMN-

WyethGl
Manufàctued by:
Imunex Corpration,
Thousand Oak, CA 91320-1799
Marketed by Amgen and Wyeth Phanaceuticals

3XX
Issued XX2003

\c2003 Imunex Corporation
All Rights Resered

Prnted in the U.S.A.

"0 This paper can be recled.

ENBREL · (etan.re.pt)

Draft Date: 7/2312003
21 Draft PatIent Package Insert



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

103795/8-5097

MEDICAL REVIEW



SBLA 103795/5097

"..."..,n~.04-
( ::t

'+
:...lr".i(J

DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service

Memorandum Food and Drug Administration
Center for Biologics Evaluation and Research
1401 Rockvile Pike Rockvile, MD 20852

Date: July 23, 2003

~,From: Scheldon Kress, M.D., Medical Officer
CBERlOTRRlCTDA

To: BLA STN # 103795/5097

Through: Jeffrey Siegel, M.D.
Acting Chief, Imunology and Infectious Disease Branch
CDERlOTRRI FDA

.. Marc. Walton, M.D. Acting Deputy Division Director J,f W
CDERlOTRR FDA tt i. .

1. Attached is the review of sBLA STN # 103795/5097



BLA STN # 10379515097

4øi4~,Ð,
i/

Scheldon Kress, M.D., Medical Officer Date July 23, 2003
CDERlOTRRlCTDA

~ 77~ ?¿2:JI-:
Jeffrey Siegel, M.D. Date
Acting Chißf, Imunology and Infectious Disease Branch
CDERlOTRRCTDA

--(eJ/oJ
Marc Walton, M.D.
Acting Deputy Division Director
CDERlOTRRI FDA

Date



sBLA 103795/5097 Page 2

Table of Contents

i. Introduction

A. Background. ...... .......... ... ........ .......... ..... ...... ............... ............. .... .......3
B. Regulatory History. ..................... .................... .............................. .......4
C. Etanercept Clinical Development Program...... .... ... ............ ... .... ........ ..........4
D. Proposed Labeling........ ... ... .. ... ... .... ........ .... ..................... ...... ............ ..5

II. Overview of Physical Functioning Clinical Studies
A. Clincal Trial Design........................................ ........... ...........................6
B. Health-Related Quality of Life - Measuring Physical Function..................... ... ...8
C. Inclusion Criteria and Study conduct. ... . .......... . .... ... ... ................ ....... . .... ...9

1. Late-Stage RA........................;......................................................9

2. Early-Stage RA.... ...... ............ .......... ...... .. .. ..... .................. ... ....... ... 11
D. Effcacy Analyses ....... ...... ............... .................................. .............. ..12

1. Definition of Improvement..... ........... .... .................. .......................... 12
2. Data Instability. . ... .. . . . . . . . .. . .. . . . . .. .. . . . . ... ... . . . . ..... .. .. .. . . . . . . .. . .. . . .. .. .. ... . . .. 14
3. Analysis of Data.......................................................... ...................14

il. ACR 20, ACR 50, ACR 70 Responses......................................... .15
IV. HAQ Score - Late-Stage RA Long-Term Trials... ............... ... ...........16

A. Analysis of the Outcome. . ... .. . .. . . .. . . . . . .. . . .. . ... .. . .. . .. . .... .... . .. . . . . ... .. . . . . .. . . . . ..16
B. Health Assessment Questionaire Results.................................................... 18
C. Sensitivity Analysis............................................................................ ..24
D. Late-Stage RA Studies - Pooled.......................... ...................... ........ ..... .29

V. HAQ Score - Early-Stage RA Long-Term Trials
A. Analysis of the Outcome. . ...... ... ... . ........................... .............,............. ...3 1
B. Health Assessment Questionaire Results....................... ........................... ...33
C. Sensitivity Analysis....................................................................... .......38

VI. Comparison of Improvement in HAQ Score of Early-Stage
and Late-Stage RA Patients....... ... ............ .............................. ..45

A. Evaluation ofHAQ Scores Among Patients at WithdrawaL.... .......... ....... ......47
VI. Short-Form Health Survey-36 Outcomes (SF-36)

A. SF-36 Results in Late-Stage RA Controlled Study..... ................. ...................49
B. SF-36 Results in Early-Stage RA Controlled Study...................................... ..50

Vil. Safety Results...... ..,............... .................. ......................... .....53
IX. Financial Disclosure... ... .......... ........ ...... ...... ............................ .54
X. Overall Summar of Effcacy..................... ................................55

Appendices

1. HAQ Disability Index... ... ... ... ........ ....... ..... ......... ..57
2. Data Instability.,................................................ .58
3. SF-36 Health Survey... ........................................ ..59
4 Recommended Labeling Revisions...... ............... .......61



sBLA 103795/5097 Page 3

I. Introductìon

A. Background

Rheumatoid arthrtis (RA) is a-chronic, inflammatory disorder of the joints with a female
predominance. A prevalence of 1 % has been reported in the adult population. The disease
is characterized by a progressive inflammatory synovitis manifested by polyarticular joint
swelling and tenderness. The synovitis results in erosion of articular cartilage and
marginal bone with subsequent joint destruction. RA produces substantial morbidity and
increased mortality. Studies of natural history of the disease indicate that within 2 years
of diagnosis, patients usually experience moderate disability; after 10 years 30% are
severely disabled. A complete assessment of the effcacy of any treatment for RA entails
clinical, physical function, and laboratory measures.

Impairment of physical functioning may severely impact on the quality of life of patients
with RA. Physical functioning is a multifaceted concept' comprising a variety of
outcomes. These include the ability to perform daily activities at home or in the
workplace, such as personal care, eating, household maintenance, and occupational and
social activities. A common feature of all these aspects of physical functioning is that
they are patient self-reported, which contrasts with other outcome measures in RA such
as structural damage or acute phase reactants.

Patient-reported outcomes including health-related quality of life, physical function and
disability, are important outcome measures in clinical studies of patients with rheumatoid
arthritis (RA). The FDA includes prevention of disability as a claim in its guidance
document and requests follow~up of at least 2 years duration to support physical function
labeling claims. The two instruments most commonly used to assess these patient-
reported outcomes are the disability index of the Stanford Health Assessment

Questionnaire (HAQ' disability index) and the Medical Outcomes Study Short-Form
Health Survey (SF-36). Physical functioning, as measured by the HAQ disability index
and the SF-36,was a contingent primary endpoint or a secondary endpoint in clinical
studies of etanercept in patients with late-stage or early RA.

The recent introduction of new classes of therapeutic agents has contrbuted to major
advances in the treatment of RA. Three TNF-u blocking agent~, inflximab,etanercept,
and adalimumab have been approved for improvement in signs and symptoms of RA. In
addition, the TNF-u blockers have demonstrated inhibition of progression of structural
joint damage among patients with RA. More recently anakinra, the first IL-1 blocking
agent, has been approved for improvement in signs and symptoms of RA. All of these
agents are generally well tolerated, but have been associated with uncommon serious
adverse events, primarily serious inf~ctions.
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B. Regulatory History

The FDA issued a Guidance Document for evaluating new treatments of RA in
February 1999 (Clinical Development Programs for Drugs, Devices, and Biological
Products Intended for the Treatment of Rheumatoid Arthiitis). The guidance document
recognized claims for efficacy based on improvement in signs and symptoms and a group
of enhanced claims. For demonstration of effcacy, the standards set fOlth require
improvement in signs and symptoms of RA in a clinical trial of at least six months
duration based on validated composite endpoints or indices of signs and symptoms such
as the American College of Rheumatology (ACR) criteria for 20% improvement (the
ACR20). The standard ACR criterion for improvement in RA (ACR 20) represents a
reduction of at least 20% in the number of both tender and swollen joints, and an
improvement of at least 20% in at least 3 of the following measures: physician's and
patient's global assessments, patient's assessment of pain, patient's assessment of
physical function, and measures of acute phase reactants (C-reactive protein and/or
erythrocyte sedimentation rate). ACR 50 and ACR 70 results are calculated in an
analogous fashion. To encourage long-term trials, the claim of improvement in physical
function was defined, which requires a validated measure of improvement in disability
such as the HAQ (Health Assessment Questionnaire), Arthritis Impact Measure Scale
(AIMS), as well as evidence of improvement or, at least, no worsening in a measure of
health related-quality of life such as the SF-36 for two to five years.

C. EtanerceptClinical Development Program

This submission summarizes the effect of etanercept (ENBREL) on phy~icaIJunctionj12g_
in_patients. withRA and propos~s a label change for etanercept to í2d a c:laim forr

Gwproving-physical-function. _Data are presented from studies of etanercept-treated
. patients analyzing_physicatfunctioningJrom_controlled-6-month_and:.Jo.ng:;term-:2.to 5". -- _____ -..- - - __-_II-
year open-label treatment of late-stage RA. In addition, the submission contains data on
a controlled 1 year and long-term open-label treatment of èarlyRA for up to 4 years.
These evaluations are based on clinical trials from which clinical efficacy and safety data
were used to support Immunex's Biologics Licen.se Application (BLA) and supplemental
BLAs (sBLAs) for etanercept. Etanercept is currently approved for treatment of signs
and symptoms of RA and for inhibition of progression of structural damage.

~
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II. Overview of Physical Functioning CIinical Studies

Å. Clinical Trial Design

Physical function outcomes are presented from 3 controlled trials, one open-label safety
study, and 2 ongoing, open-label extension studies in patients with late-stage or early RA
who have been treated with etanercept (Table 1). The etanercept clinical database utilized
for this study was separated into 2 populations with distinct but sometimes overlapping
characteristics:

. Late-stage RA:

Patients who have previously failed one or more disease-modifying antirheumatic
drugs (DMARDs). Some of these patients had:: 3 years of disease duration, but
the average duration for the group was 10 years. Physical functioning was
measured by the HAQ disability index and the data from patients with late-stage
RA are presented from controlled Protocols 016.0009 (Study I) and 016.0014
(Study II); from an open-label safety study, Protocol 016.0019; and from an
ongoing, open-label extension, Protocol 016.0018.

. Early-stage RA:

Patients with:: 3 years duration of RA who were MTX-naïve; some patients had
received previous DMARs (usually hydroxychloroquine or sulfasalazine).
Patients with early-stage RA are represented by data from controlled Protocol
016.0012 (Study III) and from an ongoing, open-label extension, Protocol
016.0023.

Together, these studies provide physical functioning data for up to 5 years for

late-stage and up to 4 years for early-stage RA.

~
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Table 1 : Etanercept RA Clinical Studies -

Evaluating HAQ and SF-36 as Secondary Endpoints

Study Design Status Duration No. of Physical Functioning
Patients .. Measures Evaluated

Patients with DMARD-failing, Late-Stage RA:
Kl16.0009 Placebo HAQ,

Etanercept 10mg twice weekly Completed 6 months 234 SF-36 (n = 47)

Etanercept 25 mg twice weekly
~i6.0014 PlacebolMX

Completed 6 months 89 HAQ
~5 mg EtanerceptlTX

016.0019 Open-label 25 mg etanercept,
Completed 6 months 239 HAQSC twice weekly

016.0018 Open-label extension of previous
rials in DMAR-failing RA Ongoing 2 - 5 years 639* HAQ
25 mg etanercept SC twice weekly)

Patients with Early-StageRA:
016.0012 MTX

etanercept 10 mg twice weekly Completed 24 months 632 HAQ,SF-36
~tanercept 25 mg twice weekly

16.0023 ppen-Iabel extension of 016.0012 

study in early, active RA Ongoing 2 -5 years 468T HAQ
(25 mg etanercept SC twice weekly)

DMARD = disease-modifying antirheumatic drg; HAQ = Stanford Health Assessment Questionnaire;
MTX = methotrexate; SF-36 = Medical Outcomes Study Short-Form Health Survey-36

* Number of patients from Phase 1 or 2 controlled, retreatment, pediatric, and open-label studies (016.0002, 016.0004,
016.oo06~ 016.0008, 016.0009, 016.0014, 016.0016, 016.0019) who enrolled in open-label Protocol 016.0018.

Number of patients from Protocol 016.0012 who enrolled in open-label Protocol 016.0023.

In study 16.0012, the primary endpoints were tested in a tiered hierarchy, structured to
maintain the overall alpha level for the study at 0.05. Clinical response and prevention of
radiographic progression are the 2 co-primary endpoints. Prevention of disability and
health-related quality of life are the 2 first-level conditional endpoints.

The two co-primary endpoints are improvement in ACR-Nresponse AVC over6 months,
andthe mean rate of change over 12 months in the Total Shar Score (joint erosion score
plus joint space narrowing score). The two first-level conditional primar endpoints are
Prevention of Disabilty (the HAQ disability index) and Health Related Quality of Life.
First-level conditional endpoints are not tested unless at least one co-primary endpoint is
met. If one or more of the co-primary endpoints are found to be statistically significant
then each of the first-level conditional endpoints wil be evaluated by the Hochberg
method, followed by pair wise comparisons if statistical sign~ficance is met.
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B. Health-Related Quality of Life - Measuring Physical Function

Health-related quality of life (HRQOL) has recently been defined by the ACR, the
Outcome Measures in Rheumatoid Arthritis Clinical Trials group (OMERACT), and the
FDA's guidance document as an important outcome measure of efficacy in RA clinical
trials. One component of health-related quality of life is physical function.

Physical functioning is a multifaceted concept comprising a variety of outcomes. These
include the ability to perform daily activities at home or in the workplace, such as
personal care, eating, household maintenance, and occupational and social activities. A
common feature of all these aspects of physical functioning is that they are patient self-
reported. Physical function and disability were assessed in controlled and long-term
studies of etanercept in patients with RA, using the HAQ disability index and the SF-36.
The HAQ disability index was the primary instrument used to assess improvement in
disability in both of these patient populations. SF-36 assessments were obtained from
patients in the 2 year early-stage study 016.0012. However, for patients in the late-stage
studies, the SF-36 assessments were added while Study 016.009 was und~rway and after
Studies 016.0014 and 016.019 were completed. Therefore, results for late-stage RA were
only available from a small subset of patients in Study 016.009.

The HAQ disability index is the most commonly used validated instrument specific to
physical functioning in RA patients, it has been shown to be useful in evaluating long-
term outcomes in RA. The HAQ disability index is used as one component of the ACR
criteria.

The HAQ disability index is composed of 8 sub domains and 43 questions on the
Imunex Case Report. Each questions relates to a patient's ability to perform tasks and
activities within these 8 subdomains:

1. dressing and grooming,
2. arsing,
3. eating,
4. walking,

5. hygiene,
6. reach,
7. grp
8. activity

Responses are self-rated by patients, as described below, on a 4-point Likert scale where:
1 = without any diffculty, 2 = with some difficulty,

3 =with much difficulty, 4 = unable to do.

Patients are also asked to indicate their use of aids and devices or if they need help from
another person to perform any of these activities. If the patient indicates that assistance
was required to achieve a score of 1 or 2, then the core is reassigned a value of 3. If the
patient has completed 1 or more questions on 6 or more of the subdomains, then the
disability domain of the HAQ can be computed; otherwise the HAQ score is set to
missing for that visit.
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The disability index is computed from the mean score of the 8 subdomains. To compute
the HAQ score, the scores of the subdomains that had 1 or more completed questions are
averaged. This intermediate score wil range from 1-4. The final score is computed by
subtracting 1 from the intermediate score. Thus, the final HAQ score is on a 0-3 scale
with 0 indicating no disability and 3 indicating severe disability. The total score for the
HAQ (over time as AUC) wil be computed and compared between treatments. A more
detailed description of the HAQ disability index is available in Appendix 1.

Health Related Quality of Life - The SF-36 Health Survey is a comprehensive short-form
generic measure of health related quality of life. The survey consists of 36 items, 35 of
which are aggregated into eight multi-item scales that measure:

1. physical functioning (PF)
2. role physical (RP)

3. bodily pain (BP)

4. general health (OH)

5. vitality (VT)

6. social functioning (SF)

7. role emotional (RE)

8. mental health (MH)

These eight scales are hypothesized to form two distinct higher-order clusters, physical
and mental health factors, that account for more than 80-85% of the reliable variance in
the eight scales in the general US population. Therefore, these two summary measures
were constructed from the aggregated scores from all eight scales, and. converted into 2
summary scores: a physical component summary (PCS) and a mental component
summar (MCS). Three scales (PF, RP, and BP) correlate most highly with the physical
factor and contribute most to scoring the Physical Component (PCS). Results presented
in this submission summarze the two composite scores. Raw PCS and MCS scores are
then multiplied by 10 and 50 is added, so that the resulting summary scores have a mean
of 50 and a standard deviation of 10. A more detailed description of the SF-36 health
profile is.available in Appendix II.

C~ Inclusion Criteria and Study Conduct

1. Late Stage RA

Inclusion criteria for the late stage RA trials were similar and required patients to have
active RA and previous failure of one or more disease-modifying antirheumatic drugs

(DMARDs). Patients in this group had an average of 10 years of RA, but patients with
early disease G; 3 years duration) were not excluded if they met the other criteria (Table
2). Controlled Protocols 016.0009 and 016.0014 enrolled 323 patients and open-label
safety study Protocol 016.0019 enrolled 239 patients. Patients from these and other
previous trials were eligible to enter an ongoing, open-label Protocol 016.0018. All 639
patients enrolled in this study received etanercept 25 mg twice weekly.

~
\/f
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Table 2 : DMARD-failng ("Late Stage") RA Patient Trials - at enrollment

1. Protocol 016.0009 (6-month duration - placebo-controlled)
Etanercept 25 mg twice weekly 78
Etanercept 10 mg twice weekly 76Placebo 80

Total Patients 234

2. Protocol 016.0014

(6-month duration - background MTX + placebo-controlled)
Etanercept 25 mg twice weekly + MTX 59Placebo + MTX 30

Total Patients 89

3. Protocol 016.0019 (6-month duration open-label safety study)
Etanercept 25 mg twice weekly 239

4. Protocol 016.0018 (ongoing open-label extension study of previous trials in
DMARD-failing RA) Patients followed for 2 to 5 years.

Etanercept 25 mg twice weekly 639
Total Patients 639

Protocol 016.0009 was a double-blind, placebo-controlled, multicenter Phase 3 study Ín
which patients with activeRA were randomized to receive either placebo or 10 or 25 mg
etanercept administered SC twice weekly for 6 months. Patients could receive stable
concomitant doses of corticosteroids (:510 mg/day) and/or non-steroidal anti-
inflammatory drgs (NSAIDs). All patients were allowed to continue receiving treatment
in a blinded fashion until disease exacerbation or until the database for the 6-month
evaluation of all patients was locked at Imunex Corporation.

Protocol 016.0014 was a double-blind, placebo-controlled, multicenter Phase 3 study in
which patients with active RA who had been receiving background methotrexate (MTX)
for at least 6 months were randomized to receive 25 mg of etanercept or placebo by
twice-weekly BC injection, added to their MTX. All patients were to have been on oral
or SC MTX for 6 months with a stable dose of 15 to 25 mg/week for at least 4 weeks.
Patients could receive stable concomitant doses of corticosteroids or NSAIDs. Patients
were allowed to continue receiving treatment with blinded study drg until the database

for the 6-month evaluation for all patients was locked at Immunex Corporation.

Protocol 016.0019 was an open-label multicenter study in which patients with active RA
were to receive 25 mgetanercept administered SC twice weekly for 6 months. Patients
could receive stable concomitant doses of corticosteroids or NSAIDs.
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Protocol 016.0018 is an ongoing, long-term extension study in which patients from
Protocols 016.0009, 016.0014, and 016.0019 (and other studies of patients with late-stage
RA) receive open-label 25 mgetanercept administered SC twice weekly.

2. Early Stage RA

Inclusion criteria for the early stage RA trials required patients to have active RA with
~ 3 years duration and to be methotrexate (MTX)-naïve (Table 3) Patients may have
previously failed another DMARD (usually hydroxychloroquine or sulfasalazine).
Radiographic results were also assessed in this patient population.

T~ble 3 : Early Stage RA Patient Trials - at enrollment

1. Protocol 016.0012 (24 month duration - active-controlled - one year blinded)
Etanercept 25 mg twice weekly 207
Etanercept 10 mg twice weekly 208MTX 217

Total Patients 632

2. Protoco1016.0023 (open-label extension study of previous trial)
, Etanercept 25 mg twice weekly 467

Total Patients 467

Protocol 016.0012 was a double-blind, active-controlled, double-dummy, multicenter,
Phase 3 trial in which adult patients with active, early (diagnosed':: 3 years) RA who
had not previously receivedMTX were randomized to receive 10 mg or 25 mg etanercept
(SC twice weekly) or rapidly dose-escalated oral MTX (median of 20 mglweek after the
dose escalation period) for at least 12 months. After all patients had received blinded
treatment with MTX or etanercept in the initial treatment period, patients who remained
in the trial continued to receive open-label treatment with the originally assigned

medication until completion of the second year.

Protocol 016.0023 is an ongoing, long-term extension study in which patients from
Protocol 016.0012 receive open-label 25 mg etanercept administered SC twice weekly.

Table 4 summarzes the original source study for patients rolled over into the two long-
term studies 016.0018 (late-stage) and 016.0023 (early-stage) and the number 

of patients

enrolled and remaining at each 3 month interval in each study during the initial 2 year
period of observation.
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Table 4: Patients Entering Two Year Studies (Based on Original Grouping)

16.0009

Study

Placebo/MTX
16.0014

25 mg EtanerceptITX

16.0019
Open-label 25 mg etanercept,
SC twice weekly

Patients with earl
MTX (rapid-escalation) 217

Etanercept 10 mg twice weekly 194 187 180 177 172 169 169
16.0012

Etanercept 25 mg twice weekly 170 168

Etanercept 25 mg (MTX group) 1 1242 1223
16.0023 . 1 156 153 149 144 1422 141 3Etanercept 25 mg (10 mg group)

Etanercept 25 mg (25 mg group) 1 156 153 150 144 1392 1343

Patients in this group originally received different treatments in Study 016.0012, but in this Study
they all received Etanercept 25 mg twice weekly.
2 Month 16
3 Month 20
Boxed areas randomized, double-blinded, and controlled
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D. Efficacy Analyses

1. Definition of Improvement

Sustained improvement, defined as improvement of /0.25, / 0.50, and /1.00 units in the
HAQ score through 2 years relative to baseline, is further defined as follows for patients
treated with 25 mg etanercept. The definitions of sustained improvement are different for
etanercept- and placebo-treated patients in that etanercept-treated patients had to meet
the specified level of improvement at 6 months and time~points out to 2 years, while
placebo-treated patients were counted as meeting the end-point if they were improved at
6 months. Thus the criteria were more stringent for etanercept-treated patients.

Sustained improvement (Observed)
Defined as patients:

. Treated with 25 mg etanercept:

. . Improvement of: /0.25, /0.50, and /1.00 units in the HAQ score
· Sustained improvement for 2 years relative to baseline,
· Improvement observed at both 6 months and 24 months (or 28 months if no

visit occurred in the 24-month window) and was improved or missing at all
visits between 6 months and 24 months.

The number of patients with sustained improvement as defined above was then divided
by the total number of patients treated with 25 mg etanercept in the controlled trial (n =
78 for Protocol 016.0009 and n = 59 for Protocol 016.0014) to obtain the sustained rate
of improvement for 2 years.

Sustained improvement (LOCF):
Defined as patients:

· Treated with 25 mg etanercept:

. Improvement of: /0.25, / 0.50, and /1.00 units in the HAQ score
· Sustained improvement (LOCF) for 2 years relative to baseline,
· Improvement was observed at 6 months and at least one time point

beyond 6 months up to 24 months, and was improved or missing at
all points beyond 6 months up through 24 months.

Thus, if a patient had missed a visit or had discontinued prior to Month 28, but achieved
improvement at all observed time points, then the patient had sustained improvement
(LOCF). The number of patients with sustained improvement (LOCF) as defined above
was then divided by the total number of patients treated with 25 mg etanercept in the
controlled tral (n = 78 for Protocol 016.0009 and n = 59 for Protocol 016.0014) to obtain
the sustained (LOCF) rate of improvement for 2 years.
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Qualified LOCF:
If missing value was due to discontinuation for lack of efficacy, the value was counted as
"No" (indicatingHAQdid not reach zero or did not improve).

Sustained improvements as defined above for patients who received 25 mg etanercept
were compared to corresponding rates for placebo patients, which are further defined as
follows:

Sustained improvement (Observed)
A patient in the placebo group in either controlled trial was classified as having
sustained improvement if the patient was observed to have improved at 6 months
in the controlled triaL. The number of placebo patients observed to have improved
at 6 months was then divided by the total number of placebo patients in the
controlled trial (n = 80 for Protocol 016.0009 and n = 30 for Protocol 016.0014) to
obtain the sustained rate of improvement for 2 years for the placebo patients.

Sustained improvement (LOCF)
A patient in the placebo group in each controlled trial was classified as having
sustained (LOCF) improvement if the patient was observed to have improved at 6
months OR at the last recorded assessment prior to 6 months. The number of
placebo patients with sustained improvement JLOCF) as defined above was then
divided by the total number of placebo patients in the controlled trial (n = 80 for
Protocol 016.0009 and n = 30 for Protocol 016.0014) to obtain the sustained
(LOCF) rate of improvement for 2 years for the placebo patients

Comparisons of sustained improvement were done using Fisher's Exact test. For each of
Protocols 016.0009 and 016.0014 and the relevant long-term experience in Protocol
016.0018, statistical comparsons for improvement and percent improvement in HAQ
were done using one-way analysis of variance with pair wise comparison assessed using
standard error from ANOV A modeL. Proportions derived from the HAQ score were
compared using likelihood-ratio chi-square tests.

2. Data Instabilty

Frequently, in this submission the actual numbers of patients appearng in the varous
tables for the same timepoint do not match. Combinations of factors contributed to these
discrepancies at specific timepoints, such as 1.) the inability to discern if apatient had
withdrawn from the trial or had just missed a planned visit, or 2.) Inability to discern if a
patient had discontinued prior OJ; continued into a longer-term study. Although similar
windows were used to define the time points, efficacy data was occasionally collected at
later follow~up visits and those later data were used in later analyses. Overall, these
discrepancies represented only a few patients and therefore did not have an impact on the
overall observed efficacy. Examples of these discrepancies can be found in Appendix 2:
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3. Analysis of the Data

Available HAQ and SF-36 results from adult patients enrolled in these Protocols are

summarized using all data available up to the data cut~off for this submission (April 2,
2002 for Protocol 016.0018; other studies are closed). Results are described as

statistically significant when p-values are -c 0.05 (2-sided). Confidence intervals are 95%
(2-sided), based on raw estimates for standard deviation. No adjustments for multiplicity
were made.

For each of the controlled studies 016.0009 and 016.0014, the HAQ disability index is
presented over time during the 6~month blinded phase as raw score, change, and percent
change in score from baseline for each treatment group. In addition, the following
proportions of patients are presented over time:

· Proportion with HAQ = 0 (no disability)
. Proportions with HAQ improvement from baseline ¿0.25, ¿0.50, and

¿LOO units (0.22 units is considered clinically important)

III. ACR 20, ACR 50, ACR 70 Responses

This evaluation is based on clinical trials from which clinical efficacy and safety data
were used to support Immunex's Biologics License Application (BLA) and supplemental
BLAs (sBLAs) for etanercept 25 mg twice weekly. Studies 16.0009 and 16.0014 in late-
stage RA both met their primary endpoint of ACR20 with etanercept 25 mg sc biweekly
compared to placebo. Study 16.0012 in early-stage RA met its primary endpoint of
ACR-n AVC in comparson to MTX.

Table 5 shows the ACR 20, 50, and 70 responses of patients in long~term, open label
studies for the late-stage patients. Table 6 shows the ACR 20, 50, and 70 responses at the
end of the controlled portion of Study 16.0012 and at the initiation of, and 12 -month
time point in the open-label extension study in the early-stage patients. The proportion of
patients attaining and maintaining ACR 20, 50, and 70 responses in response to
etanercept-treatment are similar in the two patient populations.

Table 5: Percent ACR Responders in Patients with Late-stage RA*

in Long-Term, Open-Label Extension Studies

ACR
ResponseACR20 70% 72%ACR 50 44% 44%ACR70 19% 21 %

* Protocols 016.0008, 016.0009, 016.0014, 016.0018, 016.0019.

12 months

(n = 560)
24 months
(n = 412)

36 months

(n = 342)
48 months
(n = 98)

73%
47%
26%

74%
49%
26%



sBLA 103795/5097 Page 16

Table 6: Percent ACR Responders in Patients with Early-stage RA*

In Controlled and Long-Term, Open-Label Extension Studies

25 mg Etanercept
Controlled Study Open-label Study

12 months 24 months Baseline 12 months
ACR Response (n == 177) (n == 152) (n == 160) (n == 119)ACR 20 75% 84% 82% 76%ACR 50 53% 59% 56% 55%ACR 70 27% 36% 34% 34%
* Protocols 016.0012 and 016.0023.

iv. Late-Stage RA Long-Term Trials

A. Analysis of the Outcome

The HAQ scores were collected over time in Protocol 016.0018, the long-term trial of
patients with late-stage RA. The raw scores, percent change, and proportions described
above for the controlled trials are presented over time in the long-term trial for the
following subsets:

. Patients who received 25 mg etanercept in Protocol 016.0009.

. Patients who received 25 mg etanercept + MTX or placebo + MTX in

Protocol 016.0014
. Pooled analysis: all patients from Protocols 016.0009 and 016.0019 (note

that experience was measured relative to last. value prior to receiving
etanercept in Protocol 016.0018 for placebo patients in Protocol 016.0009
who stared etanercept in 016.0018).

. Additional notes:

This cohort includes experience from patients originally on 10 mg in
Protocol 016.0009 and on MTX (concomitant or monotherapy) in
Protocol 016.0014 (patients in both of these groups were eXcluded from
the pivotal physical function analysis).

The cohorts described above and their inclusion in or exclusion from the late-stage long-
term Supportive Data are shown in Table 7.
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Table 7 : Late-Stage RA Patients Treated with Etanercept Twice Weekly -

Evaluated for Physical Function

Studies (Late-Stage RA)

Number
Originally
Enrolled -

Some
Excluded *

Number
Actually
Enrolled

Number
Actually

Completed
Study

2 Years
47
42

. Number
Included

Long-
Term

Tables *
69
73016.0009 1

6 Month

016.00142
6 Month

* Patients who discontinued prior to the 3-month window (Day 46 visit) are excluded from the long-term
tables and analysis.

i Allowed concomitant low-dose corticosteroid and/or NSAI
2 Background MTX - stable dose;: 6 months. Patients on MTX were excluded from long-term analysis.
3 Allowed concomitant stable low-dose corticosteroid or NSAI
4 Patients who received 10 mg Etanercept in 016.0009 had the option to continue on 10 mg Etanercept

or increase the dose to 25mg Etanercept in 016.0018
5 Patients came from many additional phnse I and II protocols also. .

6 Late-Stage RA Patients in Pooled Tables (includes bolded numbers from long-term column above,
excluding patients on MTX)

Only patients who had a post-baseline visit after Day 46 visit were included in long-term
tables of results. For example, in Protocol 016.0009, 3 of the 78 patients in the 25 mg
etanercept group left the study prior to Day 46; thus, only 75 patients in that group appear
in long-term tables for this study. In Protocol 016.0014, 2 of the 59 patients in the
etanercept/X group left the study prior to Day 46; thus, only 57 of the patients in that
group appear in the long-term tables for this study. .
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B. Health Assessment Questionnaire Results

Patient responses on the HAQ disabilty index are submitted as primary data in the
physical functioning claim for etanercept. Data are available from. patients with late-
stage RA who were treated in Protocols 016.0009, 016.0014, 016.0018, and 016.0019,
and. from patients with early RA who were treated with etanercept or MTX in Protocols
016.0012 and 016.0023.

1. HAQ Results At Years One and Two

Protocol 016.0009 - Etanercept as Monotherapy

Two hundred thirty-four patients were treated with blinded monotherapy, 78 patients in
the etanercept 25 mg group, 76patients in the etanercept 10 mg group, and 80 patients in
the placebo group. Table 8 summarzes the results for the HAQ disability index over time
in the 6-month controlled study, using the LOCF analysis.

Table 8: Protocol 016.0009: HAQ Disabilty Index (LOCF) - 6 Month Study

Placebo
(n = 80)

Etanercept
10mg 25mg
(n = 76) (n = 78)

P-values*
Placebo Placebo
vs 10 mg vs 25 mg

Mean valueT
Baseline
Week 2
Month 1

Month 3

Month 6

Mean improvement frombaseline .
Week 2
Month 1

Month 3

Month 6

(Month 6 - 95% c.1.)
Mean % improvement
from baseline

Week 2
Month 1

Month 3

Month 6

(Month 6- 95% C.I.)

1.
1.7
1.6
1.6
1.7

1.7
1.4
1.4
1.
1.2

1.6
1.3
1.2
1.
1.0

0.07 0.29 0.30 0.0001
0.09 0.36 0.44 -: 0.0001
0.12 0.47 0.54 -: 0.0001
0.03 0.52 0.57 -:0.0001

(-0.06,0.12) (0.41,0.63) (0.43,0.71)

4% 16% 17% 0.0050
6% 23% 31% 0.0007
8% 30% 36% 0.0002
2% 34% 39% -: 0.0001

(-5%,8%) (26%,42%) (31%,48%)

-: 0.001
.¿ 0.0001
-: 0.0001
-: 0.0001

0.0012
-: 0.0001
-: 0.0001
-: 0.0001

* P-valile determned by one-way ANOVA with pairwise comparsons assessed using standard error from ANOV A modeL.

t Range: 0 = best assessment, 3 = worst assessment.
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The HAQ disability index was significantly improved from baseline throughout the study
inpatients treated with either 10 mg or 25 mg etanercept, compared to patients treated
with placebo. Improvement was observed as early as 2 weeks after initiation of study
drug. Reports in the literature have established a difference of 0.22 units in the HAQ
disability index as clinically important.! At 6 months, patients in the 10 mg etanercept
group had improved by a mean of 0.52 units, and patients in the 25 mg etanercept group
by 0.57 units. In both etanercept-treated groups, the mean improvement exceeded the
minimal clinically important difference. Of note, no improvement was observed in the
placebo group.

Additional analyses of the HAQ disability index in Protocol 016.0009 included the
number of patients who achieved improvements ? 0.25, ? 0.5, or ? 1.0 units in the

HAQ scores as well as those patients who achieved a HAQ score of 'zero'. Table 9
summarzes the results of these additional analyses at 6 months in the placebo controlled
study, using the qualified LOCF analysis (where a missing value was counted as "did not
achieve response" if it was due to patient's discontinuation for lack of efficacy or by
LOCF otherwise). .

Table 9 : Protocol 016.0009 Late-Stage: Additional HAQ Assessments at 6 Months
(Qualified LOCF Analysis - missing values Imputed as LOCF or No Response If
Due to Lack of Effcacy)

Patients with zero HAQ
score

O~lf~

Etiinercept
!f) mg 25 mg

(n "' 76) (n "' 78)

7':';- I 5il!i)

P~vahtes*
Phtcebo Placebo
V$ 10 mg vs 25 mg
0.0066 ¿: 0.0001

Placebo
(n "' 80)

Patìent:s with deçrellSe of
~O.25 inHAQ

Patients witb decrease of
~ O.5inHAQ

Patients witI! decreas.e of
~ LOînHAQ

ì"o/~-.., 1'0 67£!?ó 65%, "': 0.0001 ~ 00001

13% 47% 50% .ç 0.0001 a:: 0.0001

3% 20% 20% 0.0003 0.0002

· P~value determined by líkelillOod ratioc!ii~sqllare test.

In Protocol 016.0009, significantly more patients treated with 10 mg or 25 rng etanercept
achieved these benchmarks of improvement in the HAQ scores, compared to patients in
the placebo group.

1 Wells GA, Tugwell P, Gunnar RK, Baker PRA, Grah J, Redelmeier DA: Minimum important difference

between patients with rheumatoid arthritis: the patients perspective. J Rheumatology 1993;20:557-60
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Protocol 016.0014 - Etanercept Added to Background Methotrexate

Eighty-nine patients with active RA despite at least 6 months of MTX therapy were
enrolled, randomized, and received blinded study drug in addition to background MTX,
59 patients in the etanercept/MTX group and 30 patients in the placebo/MTX group.

Table 10 summarizes the results for the HAQ disability index over time in the 6-month
controlled study, using the LOCF analysis.

Table 10 : Protocol 016.0014 Late-Stage: HAQ Disabilty Index (LOCF Analysis)

PhiceboiMTX
(11 "" 30) P-vi:iilues*

l'vlean valuë
Roseline
Week 1
i\.1i:mihl
Month 3
¡vlomb 6

l:JanerceptlÑITX
(n ""0 59)

1,3 1.5

IJ 1.2

1.2 U
1.2 0.9
1.2 0.9

Week I 4%
rVIQutlil 10%-1ìvlonth .3 14%Moinb6 12%
(Month 6m 95'%io CJ.) (.fU'HI, 24~"(;)

'l P."iitie determined by one..way ANQVA (Hest),

t Range: 0= best assslnenl:3 = worst .assent
i Due to zero baseline values. one patient '-WIS omitted fr()m each treatment grop,

Mean improvement from
'baseline

,WeekI
rvkuith i
Month .3
Montb6
(MOiitb 6 ......95% CJ.)

0.09
0,16
0.17
OJ8

(0.05, (t31)

Mean (l!a impr'Ovem-ent fr()tll

basclinJ

0.25
0.39
0.53
05B

(0.45,D.7l)

0,0272
0.0033
0.0006
OJKl02

Hio,';l

301l"Q

0.0651
0.0040
1J,0012
0.0002

31~~~,

44';';'

(34%,54%)

The HAQ disability index was significantly improved from baseline at 1, 3, and 6 months
inpatients treated with etanerceptIX compared to patients treated with placebo/MX.
Improvement was observed as early as one week after patients received the first dose of
etanercept. The mean improvement in HAQ for patients in the etanercept group exceeded
the threshold for clinically important improvement (0.22 units), but not for patients in the
placebo group. Analyses of the HAQdisability index in Protocol 016.0014 for the
number of patients who achieved improvements ;; 0.25, ;; 0.5, or ;; 1.0 units in the
HAQ scores as well as those patients who achieved a 'zero' HAQ score at month 6 are
summarzed in Table 11 using the qualified LOCF analysis.
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Table 11 : Protocol 016.0014: Additional HAQ Assessments at 6 Months

(Qualified LOCF Analysis)

Patìeiiis '!vittl zer'o HAQ
score

Placel:ioiMTX

(n 30)
3%

JElancrce:pVi\1TX

(n ;; 59)
is'?;;:'

P-valtles*
0.0657

P~itie:ni5W'Ìth decre~:seof

.2 O,L,ínHAQ
31'%, 75~.f, 0.0005

Patients witb decrease uf
~0.5 in HAQ

Paticntswith decrease of
.2 LOin HAQ

* P~V~hie determined by Iikelîh(\Q(j ratio (::hi-iiq\lrtle te$1

20'% 58~4j 0,0005

7%) 24?/ø 0.0340

In Protocol 016.0014, significantly more patients treated with etanercept/X achieved
these levels of improvement in the HAQ scores, compared to patients who received MTX
alone.

2. Long-term HAQ Results Through Five Years

Protocols 016.0009 to 016.0018 - Etanercept as Monotherapy

Patients treated with blinded study drug in Protocol 016.0009 could enroll in Protocol
016.0018 and receive open-label etanercept. All patients who had originally received
placebo in the blinded study began receiving etanercept at a dose of 25 mg twice weekly
in Protocol 016.0018. However, patients who received 10 mg etanercept in the original
study could either continue at that dose in Protocol 016.0018 or they could choose to
increase their dose to 25 mg etanercept. Of note, all patients were permtted to decrease
or discontinue their use of corticosteroids in the open-label study.
Table 12 summarizes the LOCF (for continuous variables) and qualified LOCF (for
binary varables) results over time for the HAQ disability index for those patients who
received open-label etanercept monotherapy at a dose of 25 mg SC twice weekly in
Protocols 016.0009 and 016.0018.
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Table 12 : Protocols 016.0009 to 016.0018 (Etanercept 25 mg Patients Only): Mean
LOCF and Qualified LOCF HAQ Results From Baseline through Data Cut-off

Meim HAQ score

COIlTnHed
Baseline Ú UJ(L

(11" 78) en'" 18)

L6 LO
12mo.

Ill" 75)*

1.0

¡vlean inipnivemem from
baseline in HAQ score

0.57 0.60

OpcJi.Jahcl
24 mo. 36 mo. 48 mo.

(u" 75)1' (tl ",'75)" (n .'C' 75)1'

HI 0.9 1.0

0.64 0,68 (U'i4

39% 41% 40%

13%, 16% 16%,

68% 67'Y¡' 6~O'. ¡ .to

57~/(t 56"1" 59%

31% 39'% 'pO!_~~o

601l().
(a "" 75)*

1.0

0.61

ivlcnn '% imim)Vemciit 11TJOl

haseline iii BAQ score

P¡'!Îcnts wirh zero HAQ
score

J-9(~"~t 40%

O~;;; 15";" 15~?';~li

65%, 65~~

50f~~ 51'%

2¡"if, 25~-b

3SU,4

l 7t?¡)

Patients with decrea&c of
Z 0.25 in IIAQ

Patients ',\lith decrease of
~O.5 inHAQ

Patients with decrease nf
Z 1.0inHAQ

68%

53~!à

28%

* Thee patients in Protocol 016.0009 who left the study prior to the 3-month wiiidow are excluded from
long-term results
t Range: 0 = best assessment; 3 = worst assessment.

Improvement in HAQ scores both observed and LOCF with continued etanercept
monotherapy from baseline through 60 months for patients with late-stage RA is shown
in Table 13. The mean HAQ improvement from baseline seen at the end of the controlled
study, was sustained for patients treated with etanercept in the extension study. Mean
HAQ scores improyed from a baseline ofl.61 units to 0.88 (observed) and 1.00 (LOeF)
units at 60 months. hnprovement in mean HAQ :20.25 occurred in over 80% (observed)
and approximately 70% (LOCF), mean HAQ :2 0.50 occurred in approximately 70%
(observed) and over' 50% (LOCF), mean HAQ :2 1.00 occurred in approximately 30%
(observed and LOCF) throughout the five year observation period. Approximately 20% .
of patients treated with etanercept 25 mg twice weekly attained mean HAQ scores of "0"
from month 6 through month 60.
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Improvement in HAQ scores at 6 months was sustained through 5 years with continued
etanercept monotherapy, as shown in Figure 1. The mean improvement from baseline of
0.6 units, seen at the end of the controlled study, was sustained for patients treated with
etanercept in the extension study.

2.0ü

1.50

--..-- placebo (n=&O)

-- elanercept (ll~ 75)
Ij~:
8:

r.J'

C"
-i~~ L.OO
¡=;~,l

::. 0.50

0.00
o 6 I."£. 18 24 30 36 42 48 54 60

Months
Note: Standard errors for HAQ score over time for the etanercept group are consistently 0.09

Figure 1 : Protocols 016.0009 to 016.0018: Mean LOCF HAQ Scores Over Time

C. Sensitivity Analyses

An additional set of analyses was performed to assess sustained improvement in each
individual patient, In these analyses, a patient treated with etanercept was considered to
have achieved "sustained improvement" of 0.25, 0.5, and 1.0 units of the HAQ for 2
years only if the patient met ALL of the following conditions:

. Receivingetanercept at the 6-month time point.

. Achieved the described level of improvement (0.25, 0.5, 1.0 HAQ units)

at the 6-monthtime point.
. Achieved the described level of improvement at 24 months (or 28 months

if there was no evaluation in the 24-month time interval) and was

improved or llssing at all visits between 6 months and 24 months.

These analyses were performed in 2 ways: sustained (the most strngent analysis for the
etanerceptgroup), which required patients to be receiving etanercept at 24- or 28-month
visit; and sustained (LOCF), which allowed LOCF of' last available visit. For
comparson, the placebo patients were considered to have achieved "sustained

improvement" in these parameters if the patient achieved the described level of

improvement at 6 months (sustained) or at the last evaluation if the patient discontinued
prior to 6 months (sustained (LOCF)) as shown in Table 14.
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Table 14 : Classifcation of Patients for Sensitivity Analysis

Enbrel Group
Sustained Improvement at 6 and 24 months

All interim evaluations improved or missing

Sustained (LOCF) ~ Last evaluation as responder between 6 and 24

months
At least one evaluation after month 6

Placebo Group
Sustained Improvement at 6 months

Sustained (LOCF) - Improvement at last evaluation if discontinued
prior to 6 months

Thus, all placebo patients were conservatively credited with a "sustained response" even
though they may have achieved a response at only a single visit. Conversely, patients
without an improvement pattern at 6 months, even with improvement at later time points
are counted as fajIures in this analysis. Results are summarzed in Table 15.

Table 15 : Protocols 016.0009 to 016.0018 (Etanercept 25 mg vs. Placebo):

Sustained HAQ Results From Baseline through Data Cut-off

Patients with decrease of
~ 0.25 in HAQ (nf%l)

P.vulue*
0.001

Susfained (LOeF) Rates
Etanen;e~~t

25 Il" P.Vl,lucl/

Patients with decrease rir
~ 0.50 in HAQ (11(%1)

Patients \vìth de-erease of
~ 1.0 in HAQ (n(%,l)

Placebo
15180

(19%)

8/80
(10%)

Sustained Rates
EtanerCCpf

25 mg
34/78
(44%,)

Vlacc,l
23180

(2o/;')

1/80
(1'%)

0.017

12/BO

(15%)

2/80

(3%)

39178

(50'%,)

2fnS
(33%)

10l7s
(13%)

ú.009

24/78
(31%,)

0.001 0.009

8/78

.(10%1

0.017

l' P.value determined by Fisher's exct test.

Using these stringent criteria, a significantly higher proportion of the 25 mg etanercept
group achieved "sustained improvement" in HAQ scores for 2 years compared with the
imputed rate for the placebo group.
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Protocol 016.0014 to 016.0018-
Etanercept Added to Background Methotrexate

Of the 89 patients treated with blinded study drug in Protocol 016.0014, 79 patients (53
in the original etanercept/TX group and 26 in the original placebo/MX group)
enrolled in Protocol 016.0018 and received 25 mg open-label etanercept in addition to
background MIx. During the open-label extension trial, patients were permtted to
decrease or discontinue their use of corticosteroids or MTX. As previously reported to
FDA in the 3-year safety information submitted to License Number 1132 on December
20,2001 (STN BL 103795/5051),60% of patients either decreased their dose of MTX or
discontinued it, while maintaining their clinical response, during the first year of the
extension study. This trend was continued during the second and third years (62% and
57%, respectively). Calculation of these proportions of patients able to reduce dosage or
discontinue MIX does not take into account the lack of a comparison control group,
reductions in response to toxicity, or patient withdrawals from the studies. However, even
when patient withdrawals were taken into account, substantial proportions of patients
were able to reduce corticosteroids or MIX to 50% or less of their baseline dose or to
discontinue entirely.

Table 16 summarzes the LOCF (for continuous varables) and qualified LOCF (for
binary varables) results for the HAQ disability index for those patients who received
etanercept/TX in Protocols 016.0014 and 016.0018.
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Table 16 : Protocols 016.0014 to 016.0018 (EtanerceptlTX Patients Only): Mean
LOCF and Qualified LOCF HAQ Results From Baseline through Data Cut-off

Meini HAQ SCOI'Ct

lv100n impllJVeinem from
baseline in HAQ score

Mean %, im¡)r:ivement th:Uìl
baseline in HAQ score

Patients with zero HAQ
score

Patients with decrease of
;; 0.25 in HAQ

Patients \vith dccreuse of
;;0.5 in HAQ

PfttÎents with decrease of
;; 1.0înHAQ

C011tI'011e11

Baseline 6 mo.

in ,;, 59) (11 "". 59)

1.5 0.9
0.57

44%.

2~,.í~ 15~''k

12 mo,

(u',, 571*
0.9

0.59

43'7(.

1.2~'~

74%

5&'%,

23%

Open,laoeI
24 mo. 36 mo.

(n"" 57)* (11"''' 571*

0.9 1.0
0.52 OSI

48.110.

(11 "". 57)*

1.0

050

38°;))

12'%

68~'ó

54~;:)

1,8~'(,

75%

5~W()

24%

38% 40%

* Two patients in Protocol 016.0014,who left the study prior to the 3-month window are excluded from
long-term results

t Range: 0 = best assessment; 3 = worst assessment.

14'% 16%.

65% 68%

53% 56%1

2J°/'~ 21%

.
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Improvement in HAQ scores was sustained with continued etanercept therapy, as shown
in Figure 2.

2,00
--..-- placebo (n=30)

· etancrcept(rl=,51)
9)
5
'U
ffJ
0'
~

1,50

1.00::
~
ro
-4)

:â 0.50

~lOO
o 6 12 i 8 24 30 36 42 48

I\fontIis

Note: Standard errors for HAQ score over time for the etanercept group are
consistently 0.09

Figure 2 : Protocols 016.0014 to 016.0018: Mean LOCF HAQ Scores Over Time

Sensitivity Analysis

As with Pròtocol 016.0009, an additional 'set of analyses was performed in Protocol
016.0014 to assess "sustained improvement" in each individual patient, i.e. improvement
pattemsfor patients on 25 mg etanercept with responses observed at 6 months through

data cut-off. Results are summarzed in Table 17.

Table 17 : Protocols 016.0014 to 016.0018:

Sustained HA Q Results From Baseline through Data Cut-off

Patients witli d~rease of
~ 0.25 in HAQ (n(%1)

Patients with dCfrease of
.~ 0.50 in HAQ (11(%))

Patients with decrease t)t
~ 1.0 ¡nIlAQ (n(~/';D

Sustained Rates
Placebo! Etanercept!

?vlTX f\4TX P-wilue*
£Of3019l59 0.181
(33'%) (49%,)

Sustained (LOCF) Rates 

Placebol Etanercept!

MIX MTX P-ynlue'"
11/30 30/59 0.262
(37'%) (51%)

6/30 19!59 0.319
(20%) (32%)

2ßO 5/59 LOOO

(1%) (8%)

6130 2069 0.221

(20%) (34%)

1130 :5(59 LOOO

(7%) (8'%)

" P.vah.i detcrmine by Pislicr'i¡ exacl re.i.
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Using these stringent criteria, higher numbers of patients in the 25 mg etanerceptIX
group achieved "sustained improvements" in HAQ scores through 2 years compared with
the placebo/MTXgroup. Although the differences in rates compared to control did not
reach statistical significance, the proportions of etanercept-treated patients achieving
sustained improvement in HAQ were similar to those seen with the 25 mg etanercept
group in Protocol 016.0009.

D. Late-stage RA Studies - Pooled

A pooled analysis was performed of all late-stage RA patients who received placebo or
etanercept monotherapy in Protocol 016:0009 and Protocol 016.0019 (a 6-month open-
label safety study), and who subsequently entered the long-term, open-label extension
study, Protocol 016.0018. Of interest, during the open-label extension trial, patients were
permitted to decrease or discontinue corticosteroid use. Results of analyses of
corticosteroid withdrawal were previously reported to FDA in the 3-year safety
information submitted to License Number 1132 on December 20, 2001 (Reference
Number STN BL 103795/5051). In the late-stage RA population identified in that
submission (which included studies that did not collect HAQ data), 57% of patients either
decreased their dose of corticosteroids or discontinued them, while maintaining their
clinical response, during the first year of the long-term extension study. Additional
patients decreased or discontinued corticosteroids during the second and third years (66%
and 72%, respectively).

Table 18 summarzes the HAQ results for patients in Protocols 016.0009 and 016.0019
from the initial star date öf etanercept therapy over time in the open-label extension

study, using LOCF analyses for continuous varables and qualified LOCF analyses for
binar varables.
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Table 18 : Late-stage RA Studies Pooled: Mean

LOCF and Qualifed LOCF HAQ Results From Baseline through Data Cut-off

Menn HAQ score*

¡'"kHn impn:ivemenrlhmi
bnseline in HAQ score

Baselìne

(11'" 45ü)
1,6

12 months
(n*" 450)

1.

24 mouths
(n:; 450)

U

36 iimnlti"

(11 ''' 450)
1'1

4& months

(ii;'" 450)
11

0.51

60 momhs
In:; :15Ü)

LI

0.56 0.57 0.54 050

j\.1Cìn%, improvement
Jrom baseline in HAQ

Patients with ZCft HAQ
score

-:,ç:4J" 36% 32% 317h 301:NI.\""'(\

"'~: 1'% I'Ì"" I 1 il"(lc 1 1%) 12% i 2~/fl.L .1"0

72l~.ft 68% 66'l.;: 64%, 64'%

51% 53% 49% 49iN, 4"""/! /ú

14'% 24'%, 25'% 22%. 2 ¡Q¡
,---0

Parients \",ith ilecrease of
~ 0.25 in IIAQ

Patients with decrease t)f
~05ili HAQ

Patients with decrease of
~ 1.0 iii HAQ

~ Range: 0= best æ;.smeni; J. = worst assessment. .

In this larger sample of patients with late-stage RA, improvement in HAQ scores was
sustained with continued etanercept therapy and supports the results from the cohorts
previously described in the controlled studies. Mean HAQ scores over time, using the
LOCF analysis, are shown in Figure 3.

2.00
. etanercept (n=4.50)

1.5()~
8('
CI-:
= 1.00
'4--
çj

.-U

~ 0.50

0.00
o 6 12 18 24 30 36

Mouths

42 48 54 60

Note: Standard errors for HAQ score over time for the etanercept group are consistently 0.04

Figure 3: Late-Stage RA Studies Pooled: Mean LOCF HAQ Scores Over Time
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V. Early-Stage RA Long-Term Trials

A. Analysis of the Data

The physical function assessments (HAQ and SF-36) of patients enrolled in Protocols
016.0012 and 016.0023 were summarized using all data available up to the data cut-off
for this submission (April 2, 2002 for Protocol 016.0023; 016.0012 is closed). Results are
described as statistically significant when p-values are -: 0.05 (2-sided). Confidence
intervals are 95% (2-sided), based on raw estimates for standard deviation. No
adjustments were made for multiplicity.

Patients in Protocol 016.0012 could remain on study after stopping drug. For the
analyses in this report, only visits measured while on drug (on treatment) are included, in
order to render the analyses analogous to those done for the late-stage RA studies.
Previous analyses submitted in earlier filings for Protocol 016.0012 have established that
comparsons between groups were similar whether these visits were included or
excluded.

As with the late-stage RA studies, the HAQ disability index is presented over time during
the 12 months that constitute the blinded phase of Protocol 016.0012 as raw score and
percent change in score relative to baseline for each treatment group. Both observed
values and LOCF values are summarized. In addition, the following analyses of patients
are presented over time:

· Proportion with HAQ = 0 (no disability)
· Proportions with HAQ improvement from baseline :; 0.25, :; 0.50, and:;

1.0 units (0.22 units is considered clinically important)

FQr Protocol 016.0012, the 8 subscales and 2 summary scores of the SF-36 questionnaire
are presented for all patients as raw score and change (both observed andLOCF) as well
as for the proportions of patients with improvements :; 5 units and :; 10 units in each
scale (10 units = one standard deviation, considered clinically important) and with values.

Results were calculated relative to baseline information from Protocol 016.00Í2 and over
time in Protocols 016.0012 through 24 months and then in Protocol 016.0023. Results
are presented for the following 3 subsets: .

· Patients who received MTX in Protocol 016.0012

· Patients who received 10 mg etanercept in Protocol 016.0012

· Patients who received 25 mg etanercept in Protocol 016.0012

The progression of patients from Protocol 016.0012 to Protocol 016.0023 and their
inclusion in the long-term Supportive Tables are ilustrated graphically in Table 19.
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Table 19: Early-Stage RA Patients Treated with Etanercept 25 mg Twice Weekly-

Evaluated for Physical Function

Studies (Early RA)

Number
Originally
Enrolled

Number
Completed

Open-
Label

Year 2

Number
Enrolled

Open. Label
016.0023

Number
Included

Long-
Term
Tables

016.0023
Open-Label

Duration
2 - 5 Years

-:;

016.0012
Blinded Year 1

Open-Label Year 2

25 mg Etanercept 467

B. Health Assessment Questionnaire Results

1. HAQ Results At Years One and Two

Protocol 016.0012 (Year 1)

In Protocol 016.0012, 632 patients were treated with blinded study drug: 207 patients in
the etanercept 25 mg group, 208 patients in theetanercept 10 mg group, and 217 patients
in the MTX group.

Table 20 summarzes the results for the HAQ disability index over time in the 12-month
active-controlled study, using the LOCF analysis.

\'
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Table 20: Protocol 016.0012 Early-Stage, Year 1: HAQ Disabilty Index
(LOCF Analysìs)

~.nx
(n = 217)

'Mean vRhict

Baseline
Week 2
l\fnnth 1

Month 3

MQuth6
:Month8
1Ilonth10
M:Onth 12

14
1.3
1.2
0.9
0.8
0.7
0.7
0.7

:Etaiien;:ept

IOmg 250 mg
(11 = 2.0&) ttl = 207)

P'-v~hies:'"

~ITXvs
25mg

MTXvs
lOmg

10mg Ví;
25mg

14 1.
U 1.
1.0 1.0
0.9 0.8
0.9 0.7
0.9 0.7
09 0.7
0.9 0.7

Mean illprQvC1llent
from baselitie

Week 2
Month I
MonthJ
Month 6
Month 8

l\1nndi 10

Ï'fontli 12

i"'lean % improvement
from b~sel ¡fie

Week:2 6% 24% 29% .: (I.nOOi ':0.001 O.04H
Month I L~VY.. 33~i:; 37% ~ o.oom .:0.0001 0.5516Month 3 36% 44% 49ö,4 0.0484 0.0025 0.2941
1\1nnth6 4tW.. 43% 50% OJD49 0.126ú 01928
Mouth 8 48% 41% 52% 0.7744 0.1590 0.0953
Month 10 49'%. 4nf)t~, 53% 03686 O.18H (1.200
Mouth 12 5(f'li 3ßl¡~ 53% uu956 G.JOOO O.OÚSÓ

*P-vnhie,Qçnine by ANQVA (miI'l\'i(b ~1~~ IbtWlìinenL dilï~ dG1tÌin, ;,md tbeitinieigètioo; (Ie

t Range: 0 = best assessment, 3 = worst assessment.

0.09 O.3Ú 0,38 -- O.OOUL ':O.DOOI o.mno
0.t9 uA2 047 -- 0.0001 ~O"OO1 0,1449
0.52 057 u.65 0,602& u.0291 OWl5

'0.66 Q59 0.70 0.6869 0.1551 0.On8
0.70 i158 0.12 û.2531 t),341S 0.0408
070 i156 0,70 u.u945 0.5654 0,0273
0.72 D.55 0.71 0.0176 0.7442 0.00&0

Patients treated with either 10 mg or 25 mg etanercept demonstrated more rapid
improvements in their HAQ scores compared to patients treated with MTX, as shown by
the mean percent improvements from baseline through Month 3. The difference between
groups was significant as early as 2 weeks after initiation of study drug, although the
difference disappeared by Month 6. Patients treated with 25 mg etanercept have
consistently higher levels of improvements than patients treated with 10 mg etanercept,
especially at later time points in the study. In addition, while comparsons across studies
must be done with caution, patients with early RA who were treated with. 25 mg
etanercept demonstrated numerically higher reductions in HAQ scores than observed in
etanercept-treated patients with late-stage disease.
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The 95% confidence intervals for change at Month 12 from baseline in HAQ score and
the differences in that change between the MTX, and 25 mg etanercept groups and
between the 10 mg and 25 mg etanercept groups are shown in Table 21. The confidence
interval for the difference between the etanercept 25 mg and either MTX or etanercept 10
mg overlapped zero. All three treatment groups of early RA patients in Protocol
016.0012 exceeded the clinically important improvement (change of 0.22 units in the
HAQ).

Table 21 : Protocol 016.0012 Early-Stage, Year 1: HAQ Disabilty Index -

Change from Baseline to Month 12 - Observed and LOCF (95 % Confidence
Intervals)

MTX
(0= i76)

Observeg analysis:
Mean change from a.Rn
baseline to Month 12

(95% Confdence. Interval) (0.70,0,00)

M'lX
(n=217)

LOCF a,nalysis:
Mean c1iigefh)m 0.72
baseliiie ipwfunih 12
(95% Çondenc.e Interval) (ü,6J, (Un)

Eianercpt
IOmg 25mg
(1Ft:59) (n = 177)

0,64 0,77

(0.54, 0.74) (Olí8, 0.86)

JOmg
(n=208)

tL55

25 iig

(n=2u7)

0,71

Difl'erell~e
MTXvl, )u mg vs
25nig 25mg

(t03 ...n
(..0.10,0.16) (-0.27,0,On

MTXvi¡
25mg

lOmgvs
25mg

(0.46,0,64) (OAB,0.79)

l1en A),í6

(A)J I, 0.13) (~O,28, -0.04)

Additional measurements of the HAQ disability index in Protocol 016.0012 included the
number of patients who achieved a zero HAQ score and tbose patients who achieved
improvements ~ 0.25, ~ 0.5, or ~ 1.0 units in their HAQ scores. More patients treated
with 25 mg etanercept reached all of the above benchmarks of improvement at 12
months, compared with patients treated with 10 mg etanercept. In addition, while
comparsons across studied must be interpreted with caution, higher proportions of
patients with early-stage RA who were treated with 25 mg etanercept achieved these
previously-defined important improvements in HAQ scores than did etanercept-treated
patients in studies of late-stage disease.

The results of these additional measurements at 12 months in the active-controlled study,
using the qualified LOCF analysis are shown in Table 22.

More patients treated with 25 mg etanercept reached all of the above benchmarks of
improvement at 12 months, compared with patients treated with 10 mg etanercept. In
addition, while comparsons across studies must be interpreted with caution, higher
proportions of patients with early RA who were treated with 25 mgetanercept achieved
these previously-defined important improvements in HAQ scores than did etanercept-
treated patients in studies of late-stage disease.
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Table 22 : Protocol 016.0012 Early-Stage, Year 1: Additional HAQ Assessments at
12 Months (Qualified LOCF Analysis)

Patìenti¡with decrease of

~O~25¡nHAQ

Patients with decfei;;e of
~O.5ìnHAQ

Patieiits with decrease of
~ LOinHAQ
'l P-volue deennnè by likelihöO ratÍQ chi-squar tesL TesW ~U$/ìiìS for disca!ì duration (Coob.n~Mittcl-

HAml row mcim lest) yielded idLmticid stiitisliçillcøttelusioo$,

P¡rûents with zero HAQ
iJore

MIX
tn=2r7)

26~,'i

Eianeri:ept
HJmg 25mg

(n= 2ú8) (n = 2(7)
19% 29%,

15% 65% 82%

6~:¡ 54% 6~!~

35%, 28% 32%

l\fI'X \lS

10mg
0.1044

P~va1iies\ì

MTXv$
'5mg
0.3991

HJmgvR
15 lUg

O.fH4B

0.0280 (non 0.1)002

0.2070 0.9993 0.2121

0.1 129 05630 0,3195

Patients in all treatment groups maintained their improvements from baseline HAQ
scores. Additionally, patients in the 25 mg etanercept group sustained higher percent
improvements compared with patients in the 10 mg etanercept group, as shown in Figure
4. Mean HAQ scores for the 3 treatment groups are shown over time in Table 23.

I.ò
Q
çI
0'
.~
~
:i
::

t t. t t

---0 ìVfTX (u=217)

-. IO ing ~t.1llétèt"pt (u=208)

-- 25 ing ètMèicept (tí=207)

t
'* '" f" 'f

6 24
o.

o 12

I\'lúnt1i$

18

* p-value -c 0.05 for % change, 25 mg vs. MTX
t p-value -c 0.05 for % change, 25 mg vs. 10 mg
Note: Standard errors for HAQ score over time for each group were
consistently no greater than 0.05

Figure 4: Protocol 016.0012 Early-Stage, Years 1 and 2: Mean HAQ Scores Over
Time
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Table 23: Protocol 016.0012 Early-Stage, Year 2: HAQ Disabilty Index

(LOCF Analysis)

1,HX
(n =117)

Etauercept
10mg 25mg

(u = iOS)(u = 207)
1\itTXvlS

to mg

P-valuesi'
M'TXvs
25mg

Wmgvs
25in~

j\'feaii vuhier
Baselliwt
MQnih 12
Mi)nth 15

:Month 18

1I.1onth 21

MQntli24

1.4
0.1
0.7
0.6
0.6
0.6

lA
OJ)
fU
OJ
0.7
0.7

1.
Ú.7
(l,7
0.6
í16
0.6

Meanìmproveniellt
from b~$eline

Month 12**
Month 15

Month 18

Monih2J
Mi,)ndi24

0.'7 0.:55 0.71 fl(n16 0.7442 0,0080
0.11 ú58 0.11 0.0092 0.8099 0,0632
0,71 0.59 0,13 0.1196 0.6995 0.0562
0.10 0,57 0.69 0.0731 0.8693 CU093
0.68 0,56 0.70 0.1485 0.7583 0.0849

Meill1 'H, Ìlllprnvemeni
from bA.'line

Month 11*'" 50% 18% 53% OJ)956 0.300 0,0080
1I.lontli 15 51% 3&% 52% OJM63 0,7933 Ol)267
Month 18 49% 4J~t(, 53% 01213 0.4324 0.0219
Month 21 49% 36% 50% l10100 O.8H2 OJ)061Month 24 47% 35% 51% óJ)J92 0.5622 0,0095

* P-Yi\lw: dCici:iitd by ANOVA (nrol with fttQi' for treatment, disa.;;dullon nnd their inttnictio.n; .!ce

t Range: 0 = best assessment, 3 = worst assessment.

:j Original baseline of Protocol 016.0012.'
** Note: Month 12 results in ths table are the same as those presented in the controlled study

Month 12 results in the Supportive Tables for the controned study differ slightly from results in the long-term
Supportve Tables due to differences in the datasets for contra ned and long-term results.

The 25 mg etanercept group achieved significantly greater improvements at the end of
the I-year controlled study and sustained those improvements throughout the second year
of the study, compared with patients in the 10 mg etanercept group. The table below
summarizes the results of additional measurements (zeroHAQ scores and improvements
¿ 0.25, ¿ 0.5, or ¿1.0 units) in the second year of the active controlled study, using the

qualified LOCF analysis.

At the end of Year 2 (Table 24), 51 % of the patients in the 10 mg etanercept group had
improvements of ¿ 0.5 units in the HAQ score compared to 63% in the 25 mg etanercept
group. The 25 mg etanercept group was significantly better than the 10 mg etanercept
group for 3 of the 4 benchmarks in the table. Approximately one-third of all patients in
the etanercept 25 mg had ¿ 1.0-unit improvements in their HAQ scores.
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Table 24: Protocol 016.0012 Early-Stage, Year 2: Additional HAQ Assessments at
24 Months (Qualified LOCF Analysis)

Patients wIth zernHAQ
SCQfC

1\.ITX

(n=217)
24%

Eh'¡;CiI'Çept

IOmg 2Smg
(n '" 20S) (n = :207)

180~ 27%

MTXvs
lümg
0.1843

p."ah:ti;s*
M'"Xvs
2.5mg
OA659

lü mg Vli
25 mg
0.0421

Patients with deçrease nt
2: 0,25 in HAQ

69'% 6~1. 7".Ôf'. l lÐ

541lj'ò Sl'y* 63~~

34~.r¿ 2-ji!"'~ :t)Il,~

0.1001 0.0573 u.OOQ$

PatIents with decrea.~ of
~O,SillHAQ

Palietts with dec~.ae nf
~ íJiinHAQ

,. P-nihie di)temi¡nc by likelihood ratIn clti-sq.uar lest. Tt;s, udjU$lIngtllT disç¡ii¡ dltr4ioit (Ci:bnin-M¡mtcl-
H~!0.el tnw mç¡ill (çSl) yielded ìden~ii;.1l1 ",e.itii;hcal.tQtClutd()üs.

0.6095 0.0634 0.0192

0.1079 0:7849 0.1869

c. Sensitivity Analysis

As with the late-stage RA patients in Protocols 016.0009 and 016.0014, an additional set
of analyses was performed to assess sustained improvement in each individual patient in
Protocol 016.0012. In these analyses, a stringent set of criteria was applied: a patient in
any treatment group was considered to have achieved "sustained improvement" of ~ 0.25,
~. 0.5, and ~ 1.0 units of the HAQ only if the patient met ALL of the following
conditions:

--.
· Receiving treatment at the 12-month time point.
· Achieved the described level of improvement (0.25, 0.5, 1.0 HAQ units)

at the 12-month time point.
· Achieved the described level of improvement at the 24-month visit and

were improved or missing at all visits between 12 months and 24 months.
These analyses were performed in 2 ways:' sustained, which required patients to be on
study and receiving etanercept, with improved HAQ values at the 24-month visit and
sustained (LOCF), which allowed LOCF of last available visit to achieve sustained
improvement. Observed sustained improvement patterns are visually displayed for

patients in each treatment group. Classification of patients for sensitivity analysis is
summarzed in Table 25.

Table 25 : Classification of Patients for Sensitivity Analysis

Enbrel Group
Sustained Achieved improvement at 24 months with improved

or missing evaluations at all interim visits between
12 and 24 months

Sustained (LOCF) - Responder at last available evaluation
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Table 26 : Protocol 016.0012 Early-Stage: Sustained HAQ Results From Baseline
through Year 2

Sustained analysis:

Patients with decrease of
z 0.25 inHAQ (0(%))

Patents 1.¥ith decre.8e of
Z 0.50 in HAQ (n(%))

Patients with decrease of
Z LOin HAQ (11(~''ÍJ)

MTX
(11 =211)

Etatleroepf
to mg 25 lUg

(n = 2DB) (11 = 2u7)

86/217 88/208 í 17/107

(4WÆ.) (42%) (57%)

69'/217 72/108 85/207
(32%) (35%;) (41%)

451217 35/208 37f207

(21%) (17%) (18%)

JLvahiegíl

M'YXvlk H) mg v:~
25mg 25 mg

O.Ò006

O.055D

0:4637

U'.f)u44

0.1890

0.7697

SUS'rnitled a DCE) aDabfsjsr

O.0l76Patients with decrease of
2: 0.251n HAQ(n(%J)

Patients with decrease of
Z 050 in HAQ (8(% J)

PatietlR with deçrease of
Z HUn HAQ (11(%))

110/211
(51%)

911217

(42%)

54/217

(25%)

1041208

(50%)
128/207
(62%)

9V201
(44%)

42/207

(2Ct%)

0.0243

0.6954

0.2964

0.2734

0.6206

,. P-víliic deit,ned by Fishe's exi& te

80/208

(38%)

38/208

(18%)

Table 26 demonstrates that significantly more patients in the 25 mg etanercept group had
a sustained decrease of ~ 0.25 units in the HAQ score for 2 years, using both the
sustained and sustained (LOCF) analyses, compared with the 10 mg etanercept group.
Furthermore, higher proportions of patients with early RA who received 25 mg
etanercept in this study had high levels of improvement than patients with late-stage RA
who received 25 mg etanercept.

2. Long-term HAQ Results At Years Three and Four

After all patients had received open-label treatment with the originally assigned

medication until completion of a second year in Protocol 016.0012, all patients who
chose to enroll in the long-term extension study, Protocol 016.0023,received open-label
etanercept at a dose of 25 mg SC twice weekly. Of note, during the long-term study,
patients were allowed to decrease or discontinue their use of corticosteroids. Of the 632
patients in the controlled study, 468 chose to enroll in Protocol 016.0023. One patient
withdrew from the extension study prior to collection of efficacy data; therefore, data for
467 patients are included in results for Protocol 016.0023. At the end of 2 years in
Protocol 016.0023, patients on 25 mg etanercept had received up to 4 years of etanercept
therapy.
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Table 27 summarzes the HAQ disability scores and improvements from baseline of
Protocol 016.0023 as well as results of additional measurements (zero HAQ scores and
improvements?: 0.25,?: 0.5, or ?:1.0 units) at the end of the second year ofthe extension
study, using an observed analysis for patients originally randomized to 25 mg etanercept.

Table 27 : Protocol 016.0023 Early-Stage: 25 mg Etanercept Patients

Mean Observed IIAQ Results From Baseline through Data Cut-off

ni;seHiw*

(11= 1(1)
Me.i HAQ score' fU

MeIl improveent frot (UW (1.8 (1-79 (1,12 0.77 0.10
baseline in Protocol 016.0012
in HAQ s.¡ore

Meai % improvement from 58% 54% 56% 50% 51% 50% 491,4

bnseline in Protocol 016.0012
lnHAQseor

Patientfi with :zero HAQ sçi:re 2&% 30% 26% 26% 23% 23% 23%

P¡¡tÌlmtswJth deirease r¡f 86% 82% 83% 80% 8:3% 81% 80%
~O.25inHAQ

l)llùents wJtl i;enrease iJ~ 0.5 13% 69Uh. 68% 67% 61% 71% 66%
inHAQ

Patientswiih dixrease iJ~ l.u 390/u 41% 390" 37% :H% 31% 34%
inHAQ

* BÏ!!¡line (,fPrntool (H6.0023.

t R~ngc; I) "" be il~$fiu; 3 "" wot$t ii~i,

During the long-term Protocol 016.0023, patients originally randomized to 25 mg
etanercept maintained their improvements from baseline HAQ scores. The majority of
patients exceeded the "clinically important" standard of a 0.22-unit decrease in the HAQ
score, as well as an even higher standard, a ;:0.50-unit decrease in the HAQ. Many
patients achieved even higher benchmarks of improvement.

Table 28 compares the observed and LOCF HAQ scores among patients with early-stage
RA treated with etanercept 25 mg twice weekly for 48 months (24 months in Protocol
016.0012 and 24 months in Protocol 016.0023). Approximately two-thirds of patients
entering study 16.0023 remained on study at 24 months. The sponsor did not calculate
LOCF data during the second 24 months of study 016.0023.
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The mean HAQ at the original baseline was 1.45, and was 0.63 at 24 months, a reduction
of 0.82, and the mean HAQ at the last visit and at 48 months for the patients remaining in
the study was 0.75, a reduction of 0.70 at 4 years. In addition, at 4 years 80% achieved a
reduction in HAQ ¿ 0.25%, 60% achieved a reduction in HAQ ¿ 0.50%, and 30%
achieved a reduction in HAQ ¿ 1.0%. Over 20% of patients achieved and maintained a
HAQ score of '0' .

,
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VI. Comparison of Improvement in HAQ Score of
Early-Stage and Late-Stage RA Patients

While interpretation of results across studies must be done with caution, it is instructive
to examine similarities and differences in HAQ responses among patients enrolled in
early-stage and late-stage RA. Patients with early-stage RA had baseline mean HAQ
score of 1.61 and those with late-stage RA mean HAQ score of 1.45. Based on observed
data at both the first and second year time-points, similar proportions of early and late-
stage RA patients achieved ¿ 0.25 reduction, ¿ 0.50 reduction, and 30% of patients'
achieved ¿ 1.00 reduction in HAQ score. At the end of year one and year two, a higher
proportion of early-stage etanercept-treated patients achieved HAQ score of '0',
compared to late-stage patients (33% vs. 19% for year 1; 29% vs. 22% for year 2)
(Table 29).

Table 29 : Comparison of Early-Stage and Late-Stage Improvement in HAQ Score

(Mean Observed Data)

Etanercept 25 mg

Patients with Percentage of Patients Percentage of Patients

HAQ score At 1 Year At 2 Years

Early Stage Late Stage Early Stage Late Stage

RA 1 RA 2 RA1 RA2
Mean %

59% 49% 59% 53%improvement
Score zero 59/179 (33%) 11/59 (19%) 44/152 (29%) 8/37 (22%)
Improvement
Decrease;: 0.25 156/179 (87%) 47/59 (80%) 132/152 (87%) 31/37 (84%)
Decrease ¿ 0.50 116/179 (65%) 37/59 (63%) 113/152 (74%) 26/37 (70%)
Decrease ¿ 1.0 64/179 (36%) 18/59 (31 %) 60/152 (39%) 15/37 (41 %)
1 Patients treated with etanercept 25 rug In both Protocols 016.0012 and 016.0023
2 Patients treated with etanercept 25 rug in both Protocols 016.0009 and 016.0018
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Analysis of responses using LOCF imputation in Table 30 suggests a higher level of
reduction in HAQ scores at both first and second year time-points for early-stage RA
compared to late-stage RA.

Table 30 : Comparison of Early-Stage and Late-Stage Improvement in HAQ Score
(LOCFData)

Etanercept 25 mg
Percentage of Patients Percentage of Patients

At 1 Year At 2 Years

Patients with Early Stage Late Stage Early Stage Late Stage
HAQ score RA 1 RA 2 RA 1 RA2

Mean % 
53 40 51 39

improvement
Score zero 29 15 27 13

Improvement
Decrease ~ 0.25 . 83 68 81 71

Decrease ~ 0.50 60 52 64 59

Decrease ~ 1.0 32 25 33 31
1 Patients treated with etanercept 25 mg in both Protocols 016.0012 and 016.0023
2 Patients treated with etanercept 25 mg in both Protocols 016.0009 and 016.0018

In Figure 5, patients with early RA who received 25 mg etanercept over a 12-month
period are compared with patients with late-stage RA from the two 6-month placebo-
controlled studies. Patients who received 25 mg etanercept in all 3 controlled studies had
improvement in their HAQ scores, that was observed as early as 3 months.
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On Original



sBLA 103795/5097 Page 47
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-+ 016,mn2 (n=2ü7)
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.. Profool 016.009 = latl7ste RA, etaiercept monotherapy

Pl'tncol Ò16.0tH 4 = late-stgeRA, etane;rcept -+ backgroimd lvflX
ProtQol OHi0012 = early RA., et$Jierce;pt miQtlerapy

Figure 5: Late-stage and Early RA: Mean HAQ Scores in Controlled Studies

ç

A. Evaluation ofHAQ Scores Among Patients at Withdrawal

Analysis of study results for patients remaining in the trial may be biased if patients who
drop out were experiencing lack of efficacy. Therefore, we performed evaluations to

determne whether patients who withdrew during the second year of etanercept
monotherapy were dropping out due to loss of efficacy. Comparisons were made of the
improvement in HAQ scores among patients continuing therapy and those discontinuing
therapy and the proportion of patients discontinuing due to lack of efficacy during the
first and the second halves of the second year. While the numbers of patients are small,
some trends are suggested (Table 31; Table 32).

Patients with both late-stage and early-stage RA who discontinued had similar baseline
HAQ scores compared to those patients remaining in the studies (higher in 2 cases; lower
in 2 others) Last visit HAQ scores tended to be higher among all patients discontinuing
than among patients continuing in studies. HAQ scores at discontinuation were generally
similar among patients experiencing lack of efficacy and those not reporting lack of
efficacy. Patients discontinuing therapy generally had lesser reductions in their HAQ
scores than those remaining in the study and smaller proportions achieving a reduction of
~ 0.25. Thus, patients discontinuing treatment generally had higher HAQ scores than
those remaining and fewer had achieved a clinically meaningful improvement compared
to those remaining. However, the differences are small and the majority of the dropouts

had experienced clinically meaningful improvement in their HAQ scores.
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Table 31 : Comparison of HAQ Scores Among Late-Stage Patients Remaining and
Patients Discontinued During the Second Year in Study 16.0009 Treated With
Etanercept 25 mg Twice Weekly

Months 12 to 18 Months 18 to 24
Patients Discontinuations Patients Discontinuations
Within Exclndes Within Excludes
Study All LOE* Study All LOE*

Number
Patients

59-~56 7 6 56-~37 2 2
(beginning-~
end of period)
HA Q Baseline

1.61 1.46 1.44 1.61 2.06 2.06(mean)
HA Q Last visit 0.88-0.91 1.11 1.00 0.85-0.88 1.38 1.38(mean)
HA Q Decrease 0.70-0.73 0.36 0.44 0.73-0.76 0.69 0.69Last visit (mean)
HAQ % with 79-80% 57% 67% 79-84% 50% 50%
Decrease:; 0.25

* = Lack of efficacy

Table 32 : Comparison of HAQ Scores Among Early-Stage Patients Remaining and
Patients Discontinued During the Second Year in Study 16.0012 Treated With
Etanercept 25 mg Twice Weekly

. Months 12 to 18 Months 18 to 24
Patients Discontinuations Patients Discontinuations
Within Excludes Within Excludes
Study All LOE* Study All LOE*

Number
Patients

179-~165 14 10 165-~152 10 9
(beginning-~
end of period) ..

HAQ Baseline
1.45 1.36 1.20 1.45 1.61 1.57

(inean)
HA Q Last visit 0.64-0.67 1.01 0.70 0.63-0.64 0.89 0;79
(mean)
HA Q Decrease 0.78-0.81 0.35 0.50 0.81-0.82 0.73 0.73Last visit (mean)
HAQ % with

84-87% 64% 70% 84-87% 80% 78%Decrease :;0.25
* = Lack of efficacy
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VII. Short-Form Health Survey-36 Outcomes (SF-36)

Patient responses on the SF-36, a generic health-related physical-function instrument, are
submitted as supportive data in the physical functioning claim for etanercept. The

primary source for SF-36 data is from patients with early RA who were treated with
etanercept or MTX in active-controlled Protocol 016.0012. Patients recorded their
answers on the SF-36 for 2 years in that study; no data were collected from the long-term
extension study, Protocol 016.0023. Supportive SF-36 data are also available from a
subset of patients with late-stage RA who were treated with etanercept or placebo in
Protocol 016.0009. No additional controlled or long-term SF-36 data are available from
patients with late-stage RA.

A. SF -36 Results in Late-Stage RA Controlled Study

Protocol 016.0009 - Etanercept as Monotherapy

In Protocol 016.0009, patient responses on the SF-36 instrument were added to the study
evaluations after the study was started; therefore, only a subset of 47 patients had
baseline scores: 18 patients in the 25 mg etanercept group, 16 patients in the 10 mg
etanercept group, and 13 patients in the placebo group. Table 33 summarizes the mean
physical component summary (PCS) and mental component summary (MCS) scores and
the mean change from baseline over time for this subset of patients in the 6-month
controlled study, using an LOCF analysis.

Table 33: Protocol 016.0009 Late-Stage: Improvements in SF-36 Physical and
Mental Component Summaries (LOCF Analysis)

Phy;¡iqtl ('.(mwnent Summar\! (PCS)
Etaeroel)tP~vall,es

Placebo 10 mg 25 mg J)bQ vi¡ Pbo VS
(11 = B) (11 = 16) (n = un 10 mii 25 mii

Mental CornpOlelJt Summary (MCS)
Etaiercj)tP~v¡iues

Plm;ebo 10 mg 25 mg Pbo v$Pbo vs
ln = H) (n = 16) (n = 18) 10 m~ 25 mgParameter

Mea yalues;*
Baseline
MQlidil
Ji'funt J
MQfi6

21.8 265 29.0 41.1 415 465
21.1 31.7 31. 50.1 48.9 46.1
273 32,1 305 52,7 51. 50
25,2 334 339 53,6 50,0 49,0

Meach¡i~
from basli ne;
Moii¡h 1 -0.7 52
MQiidi 3 -Ó'. 5.7
MQn 6 -2.6 6.9
(14onth6 - (4.7, (2.4,
95~'~ eJJ ~05) 11 ,4)

*' 0 = ""om; 100 = besl; 50 = U.S. ni.

2.4 0.015 0.179 3J) 1.4 ,,.3 0.604- 0.272
1. 0.037 0.480 5.6 3.5 5.0 0.603 0,892
5.0 (1006 O,U22 6,5 2,5 2,6 0,252 0.241

(0,1, (j.9, (~2.9, (.0.5;
99) lL1) 1,91 :L7l
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Patients in all treatment groups of this study had reduced (abnormal) PCS scores at
baseline compared to u.s. norms (U.S. norms = 50, SD=lO). However, by Month 6,
both the 10 mg and 25 mg etanercept groups had significantly better PCS scores than the
placebo group (p = 0.006 and 0.022, respectively). In contrast to the PCS, patients in all
treatment groups of Protocol 016.0009 had MCS scores that were near U.S. norms at
baseline. Improvements in MCS scores were similar among treatment groups during the
6-month study, and none of the treatment groups ~emonstrated decreases in MCS scores.

B. SF-36 Results in Early-Stage RA Controlled Study

Protocol 016.0012 (Year 1)

Six hundred thirty-two patients were treated with blinded study drug during the first year
of Protocol 016.0012: 207 patients in the etanercept 25 mg group, 208 patients in the
etanercept 10 mg group, and 217 patients in the MIX group. Table 34 summarzes the
mean PCS and MCS scores and the mean change from baseline over time in the 12-
month controlled study, using an LOCF analysis for the normed scores (described in
Appendix 3).

Table 34 : Protocol 016.0012 Early-Stage, Year 1: Improvements in SF-36 Physical
and Mental Component Summaries (LOCF Analysis)

Physical Comoonet Summary (PCiriMental Col\Jiment SumllWfY ('K.lü;)
Et3nercpt P.vaIuesk Et¡iiieriepl P.v¡lhies

Ml')( to lUg 25 mg MTX Vii 10 Vg MTXlO mg 25 mg IvfIX Vl\ W vs
Panmieter in = 217) in = 2(8) in= 2(7) 25 m~ 25 m.~ I (n= 217) (n= 2(8) (n = 2(7) 25 llit 25 mir
M~vah.les;r
Basline 28.S 28.2 28.2 47. 46.9 46.4
MQlth 3 31.1 36,(; 38, 52.4 51.3 50.9i..iontli 6 39.4 36J~ 39.3 52.1 52.0 SUMQltli 12 39.7 36.4 39.5 52.6 50Æ 50J~

. Mean change
from.baseline;
MQlth 3 8,28A 10.6
M:th 6 10.6 it6 ILl
MQlth 12 10,8 8.3 113
(Monb 12 (9.9,12.3) (6Jl, 9.8) (9..9, 12.7)
-95%CJ.)

. P.\'ahie detenuhioo by ANOV A (IltOl with fiètol' fw ii'iiTeill: d.iseQii diii;Qíl,:Pdlheir ìnletMlions, W~

t 0 = worst; 100 = best; 50 == U.S. norm.

4,7
0.530 0,,,)51
uÆ23 O.9:u
040 0504

(too1
u.219
0492

0.043
0.025
0,005

5.0
5: ".3

1. 3.8 4.4
t3Ji,6.8) (2.2,5.) (2.8,6.11)

4.4
5.1

45

Patients with early RA in Protocol 016.0012 had low pes scores at baseline that were
similar to the late-stage RA population. However, PCS scores in early RA patients in all
treatment groups during the first year of this study were higher than those seen in the late-
stage RA population. Patients in the 25 mg etanercept group improved more from Month
3 forward, than patients in the 10 mg group (p = 0.005 at Month 12), but similar to
patients in the MTX group: Patients in all treatment groups hadMCS ssores that were
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near U~S. norms at baseline; all three treatment groups experienced improvements in
MCS of approximately 4% - 5%.

While all groups demonstrated improvements in MCS scores, no significant differences
between groups were seen. A change of 10 units in the normed sum of the SF-36
represents one standard deviation. Analyses were conducted comparng the percent of
patients with :;5- and:; lO-unit improvements in SF-36 scores as well as the percent of
patients with normed scores:; 50 units. Results are shown in Table 35, using the qualified
LOCF analysis, where a missing value was counted as "no improvement" if it was due to
discontinuation for lack of effcacy.

Table 35 : Protocol 016.0012 Early-Stage RA Year 1: Percent Patients with
Improvements of;: 5 and;: 10 units or Normed Score;: 50 units in SF-36 PCS and
MCS (LOCF Analysis)

Physical CQmoonent Summary (peS) ,\,ten~ ÇOlloonent Summary (MeS)

Eiiuicrc-ent P-viilue~* Etai1ercept l'-Viihics*
MTX 10 mg 25 mg MTX \is 10 vs lvfTX 10 mg 25 mg MTX vs 10 vs

PatíeniR\vìth (0=211) (8=21)8) (n=20'Z) 25m" 25m!! (n=217\ (n=208) fn=207) 25mg 2:mg
.~ 5-uníi
improvement

MQotl3
Mooth6
Month 12

6t% 5&% 66% 0.252 0,092 4tl'!i 41% 42% 0.161 0.888
66"/ 61% 65% 0.804 0,380 44% 46% 41% 0.509 0,343",l,

66% 570/n 6~l;" 0.623 O,f.H2 41% 41% 4tlA 0,769 0.195

1¡t4i 37% 5(f'i 0.007 Ó,OU9 2ß'4 26% 26% 0.639 0.934
4ß'/~ 48% 51% 0,630 0.590 31% 300 2~~ 0.593 0370
520ii 44% 54% 0,749 0.056 300"" 2Øl wiA 0.317 0,934lil

.;; 10-Qit
ímprovement.

MOnth 3
Month 6
Month 12

'Nonned score
;; Sûuníts;

Baseline 1% 2% ~. 1% 0.326
Month) 0% 14% 23% 0.009
MQnth6 22tl,'i 19% 2~~ 0,237
Month 12 24% 15% 23% 0.76:5

# P-vah.ll) 4etetme4 by likelihd i'io clii-$!!#t lm

0,164 49% 48% 45% 0.418 0.655
(;,01S 61€¡', 63% 63% 0,388 11S69
0,057 68% 65% 63% u.285 0,656
0,031 6&% 59% 60.4 0.114 0.795

PCS scores improved in all treatment groups, as shown by the proportions of patients
with 5- and lO-unit improvements. However, at 12 months, more patients in the 25 mg
etanercept group achieved 5-unit and lO-unit improvements in the PCS, compared with
the 10 mg etanercept group. Furthermore, more patients in the 25 mg etanercept group
were at or above the median of the U.S. population for the PCS score at 12 months,
compared with the 10 mg etanercept group. Whereas the MCS scores were near the
median of the U.S. population (50 units) at baseline, less improvement in these scores
would be expected. Improvements were seen in all treatment groups but were not
significantly different among the groups.
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Protocol 016.0012 (Year 2)

After all patients had received blinded treatment with MTX or etanercept for at least 12
months in Protocol 016.0012, patients who remained in the study continued to receive
open-label treatment with the originally assigned medication until completion of a second
year. Table 36 summarizes the meanPCS and MCS scores and the mean change from
baseline over time in Year 2 of ,the study, using an LOCF analysis.

Table 36: Protocol 016.0012 Early-Stage, Year 2: Improvements in SF-36 Physical
and Mental Component Summaries (LOCF Analysis)

Parameter'
Mean values:!

Bl1selíne
Month 12

MonUilS
Month 24

Plivsciil C~mn.nert Summary (P(:$) r-'tenti1 C¡)innorent Sl,mmarvfMCSr

. EtalleK.ßvt P~valuefi* Etanrct P~valueii"
MIX HJ mg 25 mg lVITX \IS W 'liMTX 10 my. 25 lUg MTX vs 10vs

(n=217) (n=208) (n=207) 25m:g 25mg tli=217) (n=208) (11=207) 25mg 25mg

288 28,2 282 47.3 46jl 46.4
19.7 16,4 195 523; 5M 50.ß
39.3 36,S 395 5:U 50.8 51,0
387 36.3 39,4 51, 505 51,2

.

1\4e.a1i diange

frnm baseline:
Monùi121
Month 18

Mi;iith 24
(Month 24 ~
95%CL)

~ P,"YlllliÇ d~ienìlìlied by ANQV A (moocl with tne~ for lf:(iient. d¡~ía duratjoo i\nd dicit iíilÇrJlions, oo

t 0 = worst; 100 = best; 50 = U.S. norm.

t Month 12 results in the Supportive Tables for the controlled study differ slightly from results in the
long-term Supportive Tables due to differences in the datasets for controlled and long-term results.

108 8.3 11J 0.492 0,005 5.2 3.& 4A OAu4 0504
lOA 8.6 11. 0.2&5 G.OJ2 5.0 4.0 4.6 0.759 0.655
~t9 8.2 1L2 0.315 Ó,U41 4.1 3.6- H 0.734 0593

(SA, (6.1, (9.8, (2.6, (1.8, (3.1,
11.4) 9.7) 12.6) 5.6) 5.4) 6.5)

Improvements in the PCS score were sustained during the second year of treatment. The
25 mg etanercept group had higher improvement in the PCS at the end of the second
year, compared to the 10 mg group. Smaller improvements in the MCS scores were
sustained during Year 2 of the study.

As in Year 1 of the active-controlled study, analyses were conducted of percent of
patients with:2 5- and :2 lO-unit improvements in SF-36 scores as well as percent of
patients withnormed scores :2 50 units. Results are shown in Table 37, using the qualified
LOCF analysis, where a missing value was counted as "no" if it was due to

discontinuation for lack of efficacy.
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Table 37 : Protocol 016.0012 Early-Stage, Year 2: Percent Patients with
Improvements of 5 and 10 units or Normed Scores ~ 50 units in SF-36 PCS and
MCS' (LOCF Analysis)

i)atìen~ ..iitll
¿ 5-u.nIt
improvemet

Month 12*
M(lnth 18
Month 24. 

.:I lQ.ìi
improvement

Mouth 12.
MQuthl8
1\'funth24

.

N(lffied lcore
'¿ 50 iinìis:

Basine
Month 12"
h"fQllth is

Month 24 

* Note: Month 12 results in ths table are the same as those presented in the controlled table Month 12 results
in the Supportive Tables for the controlled study differ slightly from results in the long-term Supportive Tables due to
differences in the datasets for controlled and long-term results. See

Phy';lcal (,'.mimneiit Summary fI'(:S) Mental Ci.flurionent Summary (lt:cST
Et,Ulercei:it I' "values Eiai1erç-el)t jJ"YallleS

MTX Hl mg. 25 mgMTX \ilj HJ Vlj MTXlü mg 25 mg MTX Vlj HJ Vlj
(n = 211) (n = 208) (n = 2m) 25 mg 25 mg (n = 217)(0= 208) (n = 207) 25 mii 25 mg

66% 5"1'% 69t/;) 11623 0.012 41~,~ 41~i(j 4l 0.769 0,795
65% ~A 66% 0.718 0.199 42% 41% 42~1~ 0.859 0.967
(jÆ 56'l# 69%) 0.048 0.D05 3~~.. 3&%. 43% 0,425 0.297?tI

5i''1i 44%, 54% 0.749 0.056 30% 2B% 26% 0317 0.934
49'%. 43% 51% 0-627 0.105 3~!iJ 29'.'Í 29"!~ 0.666 0.938
46% 3~1, 50% 0341 0.020 26% 2&% 31% 0.202 0,433

1% 2% "'.1% 0326 tiJ64 49% 41l% 45% 0.478 0.655
24% 15% 2J~'~ 0.165 ulHI 68% Sl'Ái 6(i?~ 0,114 0.795
23% lJ~1i 25~tb O.1Qu 0.004 65% 61% 60% O.lIB 0.889
22% 170/'l 24% 0.619 0.064 58% 57% 65% 0.158 0.116

Improvements in the PCS score were sustained in the 25 mg etanercept group during the
second year of treatment. Compared to the 10 mg group, the 25 mg etanercept group
achieved more of these notable improvements in the PCS, which were significant for
some parameters at Month 24 (p = 0.005 for? 5-unit improvement and 0.020 for? 10-

unit improvement). No worsening in the MCS scores was observed during Year 2 of the
study.

VIII. Safety Results

No safety resúlts are being provided for these long-term protocols in this submission.
Safety reviews were required for years 1,3, and 5, and have been provided for year 3 in a
prior submission to FDA.
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ix. Financial Disclosure

Clinical trials 16.0009 and 16.0014 were closed prior to implementation of the financial
disclosure guidance document, entitled "Financial Disclosure by Clinical Investigators"
effective on February 2, 1999. Data collected from these studies were submitted in
Imunex's BLA on May 7, 1998 and approved on November 2, 1998. Additionally,
fmancial disclosure information obtained from Protocols 16.0012 and 16.0023 were
submitted in prior supplements to License Number 1132 (February 20,2001 (STN BL
103795/5014) and December 21,2001 (STN BL 103795/5051), respectively).

Forty-five investigators participated in clinical trial 16.0018. Compensation to
investigators (as defined in 21CFR§54) for the conduct of study 16.0018 was not
dependent on the outcome of the triaL. Amgen provided updated financial disclosure
information collected from principal investigators and subinvestigators listed on current
form FDA1572 for each site paricipating in study 16.0018. The information is current as
of April 2003. Investigators and subinvestigators were asked to completely and
accurately disclose or certify information concerning their financial interests which
included the following:

· Equity interest in Imunex Corp/ Amgen Inc
· Significant payments of other sorts
· Proprietar interest in the tested product
· Payments whose value is contingent upon a positive outcome

No investigator paricipating in the study has a patent, trademark, copyright, licensing. or
other proprietary interest in Enbrel (etanercept). One investigator _
paricipating in the study disclosed significant payments of other sorts .." ~vH"vU- U y lllv
regulation. This investigator received grants, consulting fees and honoraria for speaking
totaling between $25,000 - $30,000. .

Investigator Name Site Number Amount

- - ~
The investigators listed below disclosed privately purchased holdings of Amgen Inc.
common stock in their portolios that constitute a significant equity interest, estimated to
exceed $50,000 based upon the fair market value of Amgen Inc. stock of $58.52 per
share on 4/1103.

Site/lnvestigator Name Site
Number Equity Interest

L J
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Investigator
at more thar. ~ _ _ _ , _ _-- --
stock valued at more than a - These two investigators were the largest

shareholders participating in studies contributing data to this supplement. Two patients
enrolled at site 019 and one patient enrolled at site 478. Therefore, the contributions of
these two investigators (a total of 3 patients) with potential for conflct of interest on the
overall data is too small to influence the overall results.

0--
:5 fately purchased and owned stock valued

Ltsite 478 privately purchased and owned

x. Overall Summary of Efficacy

The clinical development of etanercept focused on establishing the therapeutic
indications of 1) reducing the signs and symptoms, 2) inhibiting the progression of
structural damage, and 3) improving health-related quality of life and reducing disabilty
in patients with severely active RA. Physical function and disability were assessed in
controlled short-term and open-label long-term studies of etanercept in patients with RA,
using the HAQ disability index ançl the SF-36. The data provided in this supplemental
BLA was obtained from controlled short-term and open-label long-term studies of

- etanercept in patients with severely active RA. Etanercept, administered at a dose of 25
mg twice weekly, was shown to improve physical function in patients with late-stage or
early-stage RA, and these improvements were maintained for up to 5 years.

One limitation to the data submitted is that much of the data beyond 6 months is open-
label and therefore prone to bias. The RA guidance document calls for evidence of
improvement in a disability index, like the HAQ, for 2 to 5 years and no worsening in the
SF-36. To avoid the potential for bias, the optimal design for such a study would be a 2-
year randomized, double-blind, placebo-controlled triaL. Unfortunately it is unrealistic,
and possibly unethical, to continue patients on placebo in the face of active disease for 2
years. Therefore, the FDA approach to this submission was to evaluate separately:

1.) Whether there was evidence of drug effect on HAQ in the controlled portions
of the trials.

2.) Whether there was evidence for maintenance of benefits out to 2 years in the
long-term open-label extension studies.

The HAQ disability index was the primary instrument used to assess improvement in
disabilty in both the early-stage and late-stage patient populations. The SF-36 was added
after the study of late-stage RA patients was underway. The results of the SF-36 are

siibmitted as supportive data,' and were only available from a small subset of late-stage
RA patients. In both RA populations, the mental component summary scores were near
normal at baseline and improvements were not differenLbeteen--æatment groups.

.In two 6-month, placebo-controlled clinical trials in patients with late-stage RA
(Protocols 016.0009 and 016.0014), patients who received 10 mg or 25 mg etanercept,
with or without background MIX, had statistically significant improvements in their
HAQ disability scores as early as one week and throughout the studies, compared with
patients who received placebo or placebolMTX. Mean improvements in the HAQ at
Month 6 were approximately 0.60 units in the 25 mg etanercept groups in two studies of
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late-stage RA, compared with 0.03 units in the placebo and 0.18 units in the
placebo/MX groups. At 6 months in the etanercept groups, over two-thirds of patients
achieved :2 0.25-unit improvements, over half of patients achieved:2 0.5-unit
improvements, and approximately one quarter achieved :2 LO-unit improvements in their
HAQ scores. Significantly smaller percentages of patients achieved these benchmarks in
the placebo groups. The results of the SF-36, quite limited by the small number of
patients, mimicked those presented for the HAQ scores

In a long-term, open-label extension study of patients with late-stage RA (Protocol

016.0018), improvement in physical function was maintained for the duration of

etanercept therapy, for up to 5 years. Throughout the long-term study, over two-thirds of
patients achieved a clinically important decrease of :2 0.25 units and more than half of
patients achieved a decrease of:2 0.5 units in the HAQ score.

Assessment of physical function and disability were assessed in controlled and long-term
studies of etanercept in patients with early-stage RA, using the HAQ disability index and
the SF-36. In an active-controlled 12 month clinical trial of patients with early RA
(Protocol 016.0012), patients in all treatment groups had clinically significant
improvements in their HAQ scores. At the end of the 12-month active-controlled period,
patients in all treatment groups achieved clinically significant improvements from
baseline in their HAQ scores. Results with etanetcept 25 mg and MTX were similar.
However, there was evidence of a dose effect with etanercept in that the 

25 mg etanercept

group achieved a 0.71-unit mean improvement, higher than the 10 mg group (.55 units).

Patients continued to receive the therapy to which they had been randomly assigned
during the second year of the study, and more patients in the 25 mg etanercept group had
sustained decrease of ~ 0.25 units compared with the 10 mg etanercept group.

Both the 10 mg and 25 mg etanercept groups had significantly greater improvements in
the physical component summary (PCS) of the SF-36 at 6 months than the placebo group

(p = 0.006 and 0.022, respectively). In the active-controlled study in early RA patients,
the PCS score of the SF-36 was significantly improved in the 25 mg etanercept group,
compared with the 10 mg group (p = 0.005 at Month 12). These improvements were

sustained during the 2- year study. The mental component summar scores were near
normal at baseline in both studies, and the improvements were not different 

among

treatment groups. In both placebo-controlled and active-controlled studies, patients who
received etanercept had improvements from baseline in the physical component summary
of the SF-36, with no worsening in the mental component summar.

Physical function and disability were assessed in controlled short-term and open-label

long-term studies of etanercept in patients with RA, using the HAQ disability index and
the SF-36. Improvement was observed with etanercept that exceeded a level that is
considered clinically meaningful and was maintained for up to 4 years for early-stage and
up to 5 years for late-stage active RA. Statistical review by the Agency concurred with
this conclusion. Appropriate revisions to the labeling were recommended that
incorporated the results from these studies (Appendix 4).
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APPENDICES

Appendix 1

HAQ Disabilty Index

The HAQ dísabílity índex ís composed of 8 sub domaíns and 43 questíons on the
Immunex Case Report. Each questíon relates to a patíent s abílity to perform tasks and
actívítíes wíthín these 8 subdomaíns:

1. dressíng and groomíng,
2. arisíng,

3. eatíng,
4. walking,

5. hygíene,
6. reach,
7. grip
8. actívíty

Responses are self-rated by patíents, as described below, on a 4-poínt Líkert scale where:
1 = wíthout any díffculty, 2 = wíth some díffculty,

3 = wíth Iluch díffículty, 4 = unable to do.

Patíents are also asked to índícate theír use of aíds and devíces or íf they need help from
another person to perform any of these actívítíes. If the patíent índícates that assístance

was requíred to achíeve a score of 1 or 2, then the core ís reassígned a value of 3. If the
patíent has completed 1 or more questíons on 6 or more of the subdomaíns, then the

dísabílity domaín of the HAQ can be computed; otherwíse the HAQ score ís set to
míssíng for that vísít.

The dísabílty índex ís computed from the mean score of the 8 subdomaíns. To compute
the HAQ score, the scores of the subdomaíns that had 1 or more completed questíons are
averaged. Thís íntermedíate score wíl range from 1--. The fínal score ís computed by

subtracting 1 from the intermediate score. Thus, the final HAQ score is on a 0-3 scale
with 0 indicating no disability and 3 indicating severe disabílty. The total score for the
HAQ (over time as AVC) wíl be computed and compared between treatments
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Appendix 2

Data Instabìlty

Often the number of patients stil in study (not discontinued) at given time-points as
shown in the windows of the tables provided in this review did not coincide with the
number of patients in the efficacy analyses at that same time-point for several reasons:

(1) Although similar windows were used to define the time points, the date of
discontinuation may not have coincided with the date for the efficacy data.
Efficacy data in some cases was collected at follow-up after discontinuation and
that data was used in analyses.

(2) At the later time-points, patients may have been in the database without
known discontinuation status (they may have discontinued and thus no longer
have efficacy data at those times-points).

(3) FOr some 16.0012 time-points, nominal visits were used for the efficacy
analyses and these may not coincide exactly with the windows used for these
discontinuation status tables.

(4) The HAQ results at the 12-month visit in Protocol 016.0012 do not
numerically match the 12-month visit in the long-term supportive tables (to 24
months). However, all statistical comparsons are the same at 12 months, despite
these numerical differences.

(5) In the Year 1 dataset originally submitted to FDA for approval (Reference
Number 99-0884 on July 15, 1999), 11 patients (n = 1 in MTX, n = 8 in 10 mg, n
= 2 in 25 mg) were counted as off-treatment at the 12-month visit because their
drg administration records had not yet been received. These patient records were

entered later, and therefore, these patients are iricluded as on-treatment at 12
months.

(6) For analyses of the SF-36, one of these 11 patients was included in the

original controlled tables. Thus, for SF-36 results, 10 patients do not appear at the
12-month visit in the controlled tables, but they are included in the long-term
tables.
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Appendix 3

SF -36 Health Survey

Health Related Quality of Life - The SF-36 Health Survey is a comprehensive short-form
generic measure of health related quality of life. The survey consists of 36 items, 35 of
which are aggregated into eight multi-item scales that measure:

1. physicalfunctioning (PF)

2. role physical (RP)

3. bodily pain (BP)

4. general health (GH)

5. vitality (VT)

6. social functioning (SF)

7. role emotional (RE)

8. mental health (MH)

These eight scales are hypothesized to form two distinct higher-order clusters, physical
and mental health factors, that account for more than 80-85% of the reliable varance in
the eight scales in the general US population. Therefore, these two summar measures
were constructed from the aggregated scores from all eight scales, and converted into 2
summary scores: a physical component summar (PCS) and a mental component
summar (MCS). Three scales (PF, RP, and BP) correlate most highly with the physical
factor and contribute most to scoring the Physical Component (PCS). Results presented
in this submission summarize the two composite scores.

Norm-based scoring was used in all analyses. Norm-based scoring of the SF-36 health
profile standardizes each of the 8 scales to have a mean of 50 units and a standard
deviation of 10 units in the general U.S. population. The advantage of norm-based
scoring is easier interpretation. In norm-based scoring, the general population mean is
built into the scoring algorithm. All scores above 50 can be interpreted as above the
general population norm, and all scores below 50 can be interpreted as below the general
population norm. Furthermore, since the standard deviations for each score are

standardized at 10, it is easier to determne how far above or below the norm any score
falls (in standard deviation units). Norm-based scoring also allows for direct comparsons.
of scores across~the 8 scales. The original 0-100 scoring ofSF-36 scales prohibited this
since each scale had a different standard deviation. With norm-based scoring, all SF-36
scales have a standard deviation of 10. In clinical trials of etanercept, patients' responses
are summed and transformed to a normalized scale where 0 = worst, 100 = best, 50 = the
U.S. norm, and 10 units represent one standard deviation

To convert each of the original 8 subscales to norm-based scores, the general U.S. mean
for each subscale is subtracted from the original score and the result is divided by the
general U.S. standard deviation. The resulting z-score is then multiplied by 10 and 50 is
added, so that the resulting normed score has a mean of 50 and a standard deviation of
10. The summary scores for PCS and MCS are derived from the z-scores of the 8
subscales as follows: each factor coefficient is multiplied by the corresponding z-score
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for the sub scale and then summed, to respectively derive the raw PCS and raw MCS
score. As described above, the raw PCS and MCS scores are then multiplied by 10 and 50
is added, so that the resulting summary scores have a mean of 50 and a standard deviation
of 10.
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Appendix 4

Recommended Labeling Revisions

Physical Function Response

In Studies I, II, and III, physical function and disability were assessed using the Health
Assessment Questionnaire (HAQ)9. Additionally, in Study III, the SF-3610 Health Survey
was used to measure the general health-related quality of life. In Studies I and II, patients
treated with ENBREL 25 mg twice weekly showed significantly greater improvement
from baseline in the HAQ score beginning in month 1, through month 6 in comparson to

J i

I


