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Indicated for:

Rheumatoid arthritis

Enbrel is indicated for the treatment of active rhematoid arthritis in adults when the response to disease-
modifying antirheumatic drugs (DMARDs) including methotrexate (unless contraindicated) has been
inadequate.

Enbrel can be used in combination with methotrexate in patients who do not respond adequately to
methotrexate alone.

Reducing signs and symptoms and inhibiting the progression of structural damage in patients with
moderately to severely active rheumatoid arthritis.

Enbrel, alone or in combination with methotrexate, has been shown to reduce the rate of progression of joint
damage as measured by X-ray and to improve physical function.

Juvenile idiopathic arthritis

Treatment of polyarthritis (rheumatoid factor positive or negative) and extended oligoarthritis in children and
adolescents from the age of 2 years who have had an inadequate response to, or who have proved intolerant
of, methotrexate.

Treatment of psoriatic arthritis in adolescents from the age of 12 years who have had an inadequate response
to, or who have proved intolerant of, methotrexate.

Treatment of enthesitis-related arthritis in adolescents from the age of 12 years who have had an inadequate
response to, or who have proved intolerant of, conventional therapy.

Enbrel has not been studied in children aged less than 2 years.

Psoriatic arthritis

Treatment of active and progressive psoriatic arthritis in adults when the response to previous disease-
modifying antirheumatic drug therapy has been inadequate. Enbrel has been shown to improve physical
function in patients with psoriatic arthritis, and to reduce the rate of progression of peripheral joint damage
as measured by X-ray in patients with polyarticular symmetrical subtypes of the disease.

Axial spondyloarthritis

Ankylosing spondylitis (AS)
Treatment of adults with severe active ankylosing spondylitis who have had an inadequate response to
conventional therapy.

Non-radiographic axial spondyloarthritis

Treatment of adults with severe non-radiographic axial spondyloarthritis with objective signs of
inflammation as indicated by elevated C-reactive protein (CRP) and/or magnetic resonance imaging (MRI)
evidence, who have had an inadequate response to nonsteroidal anti-inflammatory drugs (NSAIDs).

Plague psoriasis
Treatment of adults patients (18 years or older) with moderate to severe plaque psoriasis who are candidates

for systemic therapy or phototherapy.



Paediatric plague psoriasis
Treatment of chronic severe plagque psoriasis in children and adolescents from the age of 6 years who are
inadequately controlled by, or are intolerant to, other systemic therapies or phototherapies.

X997 1752 DMIF'YN DTV 'Y

4.4 Special warnings and precautions for use

Congestive heart failure (Cardiac failure congestive)

Physicians should use caution when using Enbrel in patients who have congestive heart failure (CHF). There
have been postmarketing reports of worsening of CHF, with and without identifiable precipitating factors, in
patients taking Enbrel. There have also been rare (< 0.1%) reports of new onset CHF, including CHF in
patients without known pre-existing cardiovascular disease. Some of these patients have been under 50 years
of age. Two large clinical trials evaluating the use of Enbrel in the treatment of CHF were terminated early
due to lack of efficacy. Although not conclusive, data from one of these trials suggest a possible tendency
toward worsening CHF in those patients assigned to Enbrel treatment.

4.6 FERTILITY, PREGNANCY AND LACTATION

Pregnancy
Developmental toxicity studies performed in rats and rabbits have revealed no evidence of harm to the foetus

or neonatal rat due to etanercept. A higher rate of major birth defects was observed in an observational study
comparing pregnancies exposed to etanercept during the first trimester, with pregnancies not exposed to
etanercept or other TNF-antagonists (adjusted odds ratio 2.4, 95% CI: 1.0-5.5). The types of major birth
defects were consistent with those most commonly reported in the general population and no particular
pattern of abnormalities was identified. No change in the rate of spontaneous abortion, stillbirth, or minor
malformations was observed. Enbrel is not recommended during pregnancy.

4.8 UNDESIRABLE EFFECTS

Tabulated list of adverse reactions
The following list of adverse reactions is based on experience from clinical trials in adults and on
postmarketing experience.

Within the organ system classes, adverse reactions are listed under headings of frequency (number of
patients expected to experience the reaction), using the following categories: very common (>1/10); common
(>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000); not
known (cannot be estimated from the available data).

System Organ Very Common Uncommon Rare Very Rare Frequency Not
Class Common >1/100 to >1/1,000 to < 1/100 >1/10,000 to <1/10,000 Known (Cannot
>1/10 <1/10 <1/1,000 be Estimated
from Available
Data)
Infections and Infection Serious infections Tuberculosis, Hepatitis B
infestations (including (including opportunistic infection reactivation,
upper pneumonia, cellulitis, | (including invasive listeria
respiratory arthritis bacterial, fungal, protozoal,
tract sepsis and parasitic bacterial, atypical
infection, infection)* mycobacterial, viral
bronchitis, infections, and
cystitis, Legionella)*
skin
infection)*
Neoplasms Non-melanoma skin Malignant melanoma Merkel cell
benign, malignant cancers™* (see section | (see section 4.4), carcinoma (see
and unspecified 4.4) lymphoma, leukaemia section 4.4)
(including cysts
and polyps)
Blood and Thrombocytopenia, Pancytopenia* Aplastic Histiocytosis
lymphatic system anaemia, leukopenia, anaemia* haematophagic
disorders neutropenia (macrophage
activation
syndrome)*
Nervous system CNS demyelinating




System Organ Very Common Uncommon Rare Very Rare Frequency Not
Class Common >1/100 to >1/1,000 to <1/100 | >1/10,000 to <1/10,000 Known (Cannot
>1/10 <1/10 <1/1,000 be Estimated
from Available
Data)
disorders events suggestive of
multiple sclerosis or
localised
demyelinating
conditions, such as
optic neuritis and
transverse myelitis (see
section 4.4), peripheral
demyelinating events,
including Guillain-
Barré syndrome,
chronic inflammatory
demyelinating
polyneuropathy,
demyelinating
polyneuropathy, and
multifocal motor
neuropathy (see
section 4.4), seizure
Cardiac disorders Worsening of cardiac | New onset cardiac
failure congestive failure congestive (see
(see section 4.4) section 4.4)
Hepatobiliary Elevated liver Autoimmune hepatitis*
disorders enzymes*
Skin and Pruritus, rash Angioedema, Stevens-Johnson Toxic
subcutaneous psoriasis (including syndrome, cutaneous epidermal
tissue disorders new onset or vasculitis (including necrolysis
worsening and hypersensitivity
pustular, primarily vasculitis), erythema
palms and soles), multiforme
urticaria,
psoriasiform rash

*see Description of selected adverse reactions, below.

Description of selected adverse reactions

Serious infections

Opportunistic infections have been reported in association with Enbrel, including invasive fungal, parasitic
(including protozoal), viral (including herpes zoster), bacterial (including Listeria and Legionella), and
atypical mycobacterial infections. In a pooled data set of clinical trials, the overall incidence of opportunistic
infections was 0.09% for the 15,402 subjects who received Enbrel. The exposure-adjusted rate was

0.06 events per 100 patient-years. In postmarketing experience, approximately half of all of the case reports
of opportunistic infections worldwide were invasive fungal infections. The most commonly reported invasive
fungal infections included Candida, Pneumocystis, Aspergillus, and Histoplasma. Invasive fungal infections
accounted for more than half of the fatalities amongst patients who developed opportunistic infections. The
majority of the reports with a fatal outcome were in patients with Pneumocystis pneumonia, unspecified
systemic fungal infections, and aspergillosis (see section 4.4).

Elevated liver enzymes

In the double-blind periods of controlled clinical trials of etanercept across all indications, the frequency
(incidence proportion) of adverse events of elevated liver enzymes in patients receiving etanercept without
concomitant methotrexate was 0.54% (frequency uncommon). In the double-blind periods of controlled
clinical trials that allowed concomitant treatment with etanercept and methotrexate, the frequency (incidence
proportion) of adverse events of elevated liver enzymes was 4.18% (frequency common).
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