12 Poya (MNVA YPR) HIIND 2Y HYNN

25/07/2013 :1P9ND
Enbrel 25 mg pre filled syringe :59)Na 9°van oV

Enbrel 50 mqg solution for injection

142-52-31949-00, 142-53-31950-00 : DIV 990N
1977y ©99INII : DIVYIN Yya v

! 7253 MYINNNN VITNAD TYPNI T DNV

0/YPANN DI/NPVYN DY 0OV

wUTN LOPL 'Nd1 LOL 1?va o




Polyarticular juvenile
idiopathic arthritis
Treatment of active
polyarticular juvenile
idiopathic arthritis in
children and adolescents
from the age of 2 years
who have had an
inadequate response to, or
who have proved
intolerant of,
methotrexate.

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

Paediatric plaque psoriasis
Treatment of chronic severe
plaque 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.

Polyarticular juvenile
idiopathic arthritis

Enbrel is indicated for the
treatment of active
polyarticular-course
juvenile chronic arthritis in
chilldren aged 4 to 17 years
who have had an
inadequate response to, or
who have proved intolerant
of, methotrexate.

Enbrel has not been
studied in children aged
less than 4 years.

Paediatric plaque psoriasis
Treatment of chronic severe
plaque psoriasis in children
and adolescents from the age
of 8 years who are
inadequately controlled by, or
are intolerant to, other
systemic therapies or
phototherapies.

4.1 Therapeutic
indications




Polyarticular juvenile
idiopathic arthritis

The recommended dose is
0.4 mg/kg (up to a
maximum of 25 mg per
dose) given twice weekly as
a subcutaneous injection
with an interval of 3-4 days
between doses.
Discontinuation of
treatment should be
considered in patients
who show no response
after 4 months.

No formal clinical trials
have been conducted in
children aged 2 to 3 years.
However, limited safety
data from a patient
registry suggest that the
safety profile in children
from 2 to 3 years of age is
similar to that seen in
adults and children aged 4
years and older, when
dosed every week with
0.8 mg/kg subcutaneously
(see section 5.1).

Paediatric plaque psoriasis
(age 6 years and above)

The recommended dose is
0.8 mg/kg (up to a
maximum of 50 mg per
dose) once weekly for up to
24 weeks. Treatment should
be discontinued in patients
who show no response after
12 weeks.

Polyarticular juvenile
idiopathic arthritis (age

4 years and above)

The recommended dose is
0.4 mg/kg (up to a maximum
of 25 mg per dose) given
twice weekly as a
subcutaneous injection with
an interval of 3-4 days
between doses.

The safety and efficacy of
Enbrel in children with
polyarticular juvenile
idiopathic arthritis aged 2-
3 years have not been
established. No data are
available.

Paediatric plaque
psoriasis (age 8 years
and above)

The recommended dose
is 0.8 mg/kg (up to a
maximum of 50 mg per
dose) once weekly for
up to 24 weeks.
Treatment should be
discontinued in patients
who show no response
after 12 weeks.

4.2 Posology and method
of administration

Infections

Patients should be evaluated
for infections before, during,
and after treatment with
Enbrel, taking into

Infections

Patients should be evaluated
for infections before,
during, and after treatment
with Enbrel, taking into

4.4 Special warnings
and precautions for use




consideration that the mean
elimination half-life of
etanercept is approximately
70 hours (range 7 to

300 hours).

Serious infections, sepsis,
tuberculosis, and
opportunistic infections,
including invasive fungal
infections, listeriosis and
legionellosis, have been
reported with the use of
Enbrel (see section 4.8).
These infections were due to
bacteria, mycobacteria,
fungi, viruses and parasites
(including protozoa ). In
some cases, particular fungal
and other opportunistic
infections have not been
recognised, resulting in
delay of appropriate
treatment and sometimes
death. In evaluating patients
for infections, the patient’s
risk for relevant
opportunistic infections
(e.g., exposure to endemic
mycoses) should be
considered.

Allergic reactions

The needle cover of the pre-
filled syringe and the
needle cap of the pre-
filled pen contains latex
(dry natural rubber) that may
cause hypersensitivity
reactions when handled by,
or when Enbrel is
administered to, persons
with known or possible latex
sensitivity.

Pacediatric population

Vaccinations

It is recommended that
paediatric patients, if
possible, be brought up to
date with all immunisations
in agreement with current

consideration that the mean
elimination half-life of
etanercept is approximately
70 hours (range 7 to

300 hours).

Serious infections, sepsis,
tuberculosis, and
opportunistic infections,
including invasive fungal
infections, have been
reported with the use of
Enbrel (see section 4.8).
These infections were due to
bacteria, mycobacteria, fungi
and viruses. In some cases,
particular fungal and other
opportunistic infections have
not been recognised, resulting
in delay of appropriate
treatment and sometimes
death. In evaluating patients
for infections, the patient’s
risk for relevant opportunistic
infections (e.g., exposure to
endemic mycoses) should be
considered.

Allergic reactions

The needle cover of the pre-
filled syringe contains latex
(dry natural rubber) that
may cause hypersensitivity
reactions when handled by,
or when Enbrel is
administered to, persons
with known or possible
latex sensitivity.

Pacediatric population

Vaccinations

It is recommended that
paediatric patients, if
possible, be brought up to
date with all immunisations
in agreement with current




immunisation guidelines
prior to initiating Enbrel
therapy (see Vaccinations,
above).

Inflammatory bowel
disease (IBD) and uveitis
in patients with juvenile
idiopathic arthritis (JIA)
There have been reports of
IBD and uveitis in JIA
patients being treated with
Enbrel (see section 4.8).

immunisation guidelines
prior to initiating Enbrel
therapy (see Vaccinations,
above).

Inflammatory bowel disease
(IBD) in patients with
juvenile idiopathic arthritis
(JTIA)

There have been reports of
IBD in JIA patients being
treated with Enbrel (see
section 4.8).

No clinically significant
pharmacokinetic drug-drug
interactions were observed
in studies with methotrexate,
digoxin or warfarin.

No clinically significant
pharmacokinetic drug-drug
interactions were observed in
studies with digoxin or
warfarin.

4.5 Interaction with other
medicinal products and other
forms of interaction

Breast-feeding

Etanercept has been
reported to be excreted in
human milk following
subcutaneous
administration. In
lactating rats following
subcutaneous
administration, etanercept
was excreted in the milk and
detected in the serum of
pups. Because
immunoglobulins, in
common with many
medicinal products, can be
excreted in human milk, a
decision must be made
whether to discontinue
breast-feeding or to
discontinue Enbrel therapy,
taking into account the
benefit of breast-feeding for
the child and the benefit of
therapy for the woman.

Breast-feeding
It is not known whether

etanercept is excreted in
human milk. Following
subcutaneous
administration to lactacting
rats, etanercept was
excreted in the milk and
detected in the serum of
pups. Because
immunoglobulins, in
common with many
medicinal products, can be
excreted in human milk, a
decision must be made
whether to discontinue
breast-feeding or to
discontinue Enbrel therapy,
taking into account the
benefit of breast-feeding for
the child and the benefit of
therapy for the woman.

4.6 Fertility, pregnancy
and lactation




Infections and infestations:

Uncommon:  Serious
infections (including
pneumonia, cellulitis, septic
arthritis, sepsis and
parasitic infection)*

Rare: Tuberculosis,
opportunistic infections
(including invasive fungal,
protozoal, bacterial and
atypical mycobacterial
infections and
Legionella)*
Not known:
Listeria,
hepatitis B
reactivation

Eye disorders:
Uncommon:  Uveitis,

scleritis

There have been reports of
inflammatory bowel disease
and uveitis in JIA patients
being treated with Enbrel
from post-marketing
sources, including a very
small number of cases
indicating a positive
rechallenge (see section
4.4).

Infections and infestations:

Uncommon: Serious
infections (including
pneumonia, cellulitis, septic
arthritis, sepsis)*

Rare: Tuberculosis,
opportunistic infections
(including invasive fungal,
protozoal, bacterial and
atypical mycobacterial
infections )*

Eye disorders:
Uncommon: Uveitis
There have been reports of
inflammatory bowel
disease in JIA patients
being treated with Enbrel
from post-marketing
sources, including a very
small number of cases
indicating a positive
rechallenge (see section
4.4).

4.8 Undesirable effects

5.1 Pharmacodynamic
properties
Clinical efficacy and safety
In an open-label, safety
extension study, 58
paediatric patients from
the above study (from the
age of 4 years at time of
enrolment) continued to
receive Enbrel for up to
10 years. Rates of serious
adverse events and serious
infections did not increase
with long-term exposure.

PHARMACOLOGICAL
PROPERTIES




Long-term safety of
Enbrel monotherapy
(n=103), Enbrel plus
methotrexate (n=294), or
methotrexate
monotherapy (n=197)
were assessed for up to 3
years in a registry of 594
children aged 2 to 18
years with juvenile
idiopathic arthritis, 39 of
whom were 2 to 3 years
of age. Overall, infections
were more commonly
reported in patients
treated with etanercept
compared to methotrexate
alone (3.8 versus 2%),
and the infections
associated with etanercept
use were of a more severe
nature.

Studies have not been done
in patients with polyarticular
juvenile idiopathic arthritis
to assess the effects of
continued Enbrel therapy in
patients who do not respond
within 3 months of initiating
Enbrel therapy.
Additionally, studies have
not been conducted to
assess the effects of
discontinuing or reducing
the recommended dose of
Enbrel following its long-
term use in patients with
JIA.

The long-term safety and
effectiveness of Enbrel
0.8 mg/kg (up to 50 mg)
once weekly was assessed
in an open-label extension
study of 181 paediatric
subjects with plaque
psoriasis for up to 2 years
beyond the 48 week study
discussed above. Long-
term experience with
Enbrel was generally

Studies have not been done
in patients with
polyarticular juvenile
idiopathic arthritis to assess
the effects of continued
Enbrel therapy in patients
who do not respond within 3
months of initiating Enbrel
therapy or to assess the
combination of Enbrel with
methotrexate.




comparable to the original
48-week study and did not
reveal any new safety
findings.

5.2 Pharmacokinetic
properties

Elimination

There is no apparent
pharmacokinetic difference
between males and females.

Special populations

Hepatic impairment

Increased etanercept
concentrations were not
observed in patients with
acute hepatic failure. The
presence of hepatic
impairment should not
require a change in dosage.
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