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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

LIFMIOR 25 mg powder and solvent for solution for injection. é
2. QUALITATIVE AND QUANTITATIVE COMPOSITION ’\6

Each vial contains 25 mg of etanercept. O

Etanercept is a human tumour necrosis factor receptor p75 Fc fusion protein produced coMsbinant

dimer of a chimeric protein genetically engineered by fusing the extracellular ligandpinng domain
of human tumour necrosis factor receptor-2 (TNFR2/p75) to the Fc domain of h 1. This Fc
component contains the hinge, CH, and CHj; regions, but not the CH; region of . Etanercept
contains 934 amino acids and has an apparent molecular weight of approxisately 150 kilodaltons. The

specific activity of etanercept is 1.7 x 10° units/mg. @

Powder and solvent for solution for injection (powd@ injection).

DNA technology in a Chinese hamster ovary (CHO) mammalian expression system. TO®pt is a
(*fi kn

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM

The powder is white. The solvent is a clear, col@s liquid.

4. CLINICAL PARTICULAR%O
4.1 Therapeutic indicationsé

Rheumatoid arthritis

LIFMIOR in combinajpmg Wjth methotrexate is indicated for the treatment of moderate to severe active
rheumatoid arthritis i @ ts when the response to disease-modifying antirheumatic drugs, including
methotrexate (un¥gs cogaindicated), has been inadequate.

LIFMIOR %ven as monotherapy in case of intolerance to methotrexate or when continued
treatm® @nethotrexate is inappropriate.

b | OJ 1s also indicated in the treatment of severe, active and progressive rheumatoid arthritis in
ot previously treated with methotrexate.

progression of joint damage as measured by X-ray and to improve physical function.

§ ®_IFMIOR, alone or in combination with methotrexate, has been shown to reduce the rate of

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.
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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.

LIFMIOR 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 é
disease-modifying antirheumatic drug therapy has been inadequate. LIFMIOR 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 0\6

the disease.

Axial spondyloarthritis O
Ankylosing spondylitis (AS) :

Treatment of adults with severe active ankylosing spondylitis who have had an inad&:sponse to

conventional therapy. @

Non-radiographic axial spondyloarthritis
Treatment of adults with severe non-radiographic axial spondyloarthritig™tMNgbjective signs of
inflammation as indicated by elevated C-reactive protein (CRP) and/. etic resonance imaging

(MRI) evidence, who have had an inadequate response to nonsteroi i

i-inflammatory drugs
(NSAIDs). Q

Plaque psoriasis Q
Treatment of adults with moderate to severe plaque psoriaS\\who failed to respond to, or who have a

contraindication to, or are intolerant to other systemy rapy, including ciclosporin, methotrexate or
psoralen and ultraviolet-A light (PUVA) (see se'b .

Paediatric plaque psoriasis \C
Treatment of chronic severe plaque psorgisNechildren and adolescents from the age of 6 years who
nt to, other systemic therapies or phototherapies.

are inadequately controlled by, or a%
4.2 Posology and method of@ Stration

LIFMIOR treatment shou tiated and supervised by specialist physicians experienced in the
diagnosis and treatme eumatoid arthritis, juvenile idiopathic arthritis, psoriatic arthritis,
ankylosing spondyli -radiographic axial spondyloarthritis, plaque psoriasis or paediatric plaque

psoriasis. Patien\treatqwith LIFMIOR should be given the Patient Alert Card.

LIFMIOI@I&: in strengths of 10, 25 and 50 mg.

L 2
Poso

atoid arthritis
g LIFMIOR administered twice weekly is the recommended dose. Alternatively, 50 mg
ministered once weekly has been shown to be safe and effective (see section 5.1).

Psoriatic arthritis, ankylosing spondylitis and non-radiographic axial spondyloarthritis
The recommended dose is 25 mg LIFMIOR administered twice weekly, or 50 mg administered once
weekly.

For all of the above indications, available data suggest that a clinical response is usually achieved
within 12 weeks of treatment. Continued therapy should be carefully reconsidered in a patient not
responding within this time period.



Plaque psoriasis

The recommended dose of LIFMIOR is 25 mg administered twice weekly or 50 mg administered once
weekly. Alternatively, 50 mg given twice weekly may be used for up to 12 weeks followed, if
necessary, by a dose of 25 mg twice weekly or 50 mg once weekly. Treatment with LIFMIOR should
continue until remission is achieved, for up to 24 weeks. Continuous therapy beyond 24 weeks may be
appropriate for some adult patients (see section 5.1). Treatment should be discontinued in patients who
show no response after 12 weeks. If re-treatment with LIFMIOR is indicated, the same guidance on
treatment duration should be followed. The dose should be 25 mg twice weekly or 50 mg once
weekly.

Special populations . \6

No dose adjustment is required.

Elderly :

No dose adjustment is required. Posology and administration are the same as for ad@— 4 years of

age. @

Paediatric population &

Renal and hepatic impairment &

Juvenile idiopathic arthritis

The recommended dose is 0.4 mg/kg (up to a maximum of 25 mg p ), given twice weekly as a
subcutaneous injection with an interval of 3-4 days between dogfs SAg/kg (up to a maximum of
50 mg per dose) given once weekly. Discontinuation of trea hould be considered in patients
who show no response after 4 months.

The 10 mg vial strength may be more appropriate f inistration to children with JIA below the
weight of 25 kg.

No formal clinical trials have been conduc ir&ren aged 2 to 3 years. However, limited safety
data from a patient registry suggest that g sMgty profile in children from 2 to 3 years of age is similar
to that seen in adults and children age s and older, when dosed every week with 0.8 mg/kg

subcutaneously (see section 5. l)e
There is generally no applic f LIFMIOR in children aged below 2 years in the indication
juvenile idiopathic arthritjg.

Paediatric plaque psd @ (age 6 years and above)

The recommend® dosc&g 0.8 mg/kg (up to a maximum of 50 mg per dose) once weekly for up to
24 weeks. Tre@ should be discontinued in patients who show no response after 12 weeks.

If re-treatagenNwvith LIFMIOR is indicated, the above guidance on treatment duration should be
follo dose should be 0.8 mg/kg (up to a maximum of 50 mg per dose) once weekly.

*
RN IS generally no applicable use of LIFMIOR in children aged below 6 years in the indication
% € psoriasis.

LIFMIOR is administered by subcutaneous injection. LIFMIOR powder for solution must be
reconstituted in 1 ml of solvent before use (see section 6.6).

&@Method of administration

Comprehensive instructions for the preparation and administration of the reconstituted LIFMIOR vial
are given in the package leaflet, section 7, "Instructions for preparation and giving an injection of
LIFMIOR."

<



4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Sepsis or risk of sepsis.

Treatment with LIFMIOR should not be initiated in patients with active infections, including chronic E

or localised infections.

9
In order to improve the traceability of biological medicinal products, the trademark and the batch \
number of the administered product should be clearly recorded (or stated) in the patient file. O

4.4 Special warnings and precautions for use

Infections
Patients should be evaluated for infections before, during, and after treatment with LI @king
into consideration that the mean elimination half-life of etanercept is approximately@ s (range
7 to 300 hours).

Serious infections, sepsis, tuberculosis, and opportunistic infections, includ%i;vasive fungal
infections, listeriosis and legionellosis, have been reported with the use IOR (see section 4.8).
These infections were due to bacteria, mycobacteria, fungi, viruses agy @ites (including protozoa).
In some cases, particular fungal and other opportunistic infections Hg pt been recognised, resulting
in delay of appropriate treatment and sometimes death. In eval 19 ts for infections, the
patient’s risk for relevant opportunistic infections (e.g., epr endemic mycoses) should be

considered.

Patients who develop a new infection while underggf eatment with LIFMIOR should be monitored
closely. Administration of LIFMIOR should be dg @rued if a patient develops a serious infection.
The safety and efficacy of LIFMIOR in patient%chronic infections have not been evaluated.
Physicians should exercise caution when mer g the use of LIFMIOR in patients with a history of
recurring or chronic infections or with u@l g conditions that may predispose patients to

infections, such as advanced or poorlé led diabetes.
Tuberculosis

Cases of active tuberculosis.g
location, have been repo

g miliary tuberculosis and tuberculosis with extra-pulmonary
tients treated with LIFMIOR.

Before starting treat ith LIFMIOR, all patients must be evaluated for both active and inactive
(‘latent”) tubercNgsis. s evaluation should include a detailed medical history with personal history

of tuberculosi sible previous contact with tuberculosis and previous and/or current
immunosu therapy. Appropriate screening tests, i.e., tuberculin skin test and chest X-ray,
shoulcbb%wed in all patients (local recommendations may apply). It is recommended that the

8. negative tuberculin skin test results, especially in patients who are severely ill or
compromised.

cond{r se tests should be recorded in the patient’s alert card. Prescribers are reminded of the
fa

active tuberculosis is diagnosed, LIFMIOR therapy must not be initiated. If inactive (‘latent”)
tuberculosis is diagnosed, treatment for latent tuberculosis must be started with anti-tuberculosis
therapy before the initiation of LIFMIOR, and in accordance with local recommendations. In this
situation, the benefit/risk balance of LIFMIOR therapy should be very carefully considered.

All patients should be informed to seek medical advice if signs/symptoms suggestive of tuberculosis
(e.g., persistent cough, wasting/weight loss, low-grade fever) appear during or after LIFMIOR
treatment.



Hepatitis B reactivation

Reactivation of hepatitis B in patients who were previously infected with the hepatitis B virus (HBV)

and had received concomitant TNF-antagonists, including LIFMIOR, has been reported. This includes

reports of reactivation of hepatitis B in patients who were anti-HBc positive but HBsAg negative.

Patients should be tested for HBV infection before initiating treatment with LIFMIOR. For patients

who test positive for HBV infection, consultation with a physician with expertise in the treatment of

hepatitis B is recommended. Caution should be exercised when administering LIFMIOR in patients E

previously infected with HBV. These patients should be monitored for signs and symptoms of active

HBYV infection throughout therapy and for several weeks following termination of therapy. Adequate

data from treating patients infected with HBV with anti-viral therapy in conjunction with @
TNF-antagonist therapy are not available. In patients who develop HBV infection, LIFMIOR shoudd

be stopped and effective anti-viral therapy with appropriate supportive treatment should be initiat&

Worsening of hepatitis C Q

There have been reports of worsening of hepatitis C in patients receiving LIFMIOR. L l@s ould
be used with caution in patients with a history of hepatitis C.

Concurrent treatment with anakinra 0

Concurrent administration of LIFMIOR and anakinra has been associated with eased risk of
serious infections and neutropenia compared to LIFMIOR alone. This comihation has not
demonstrated increased clinical benefit. Thus, the combined use of LIF@ nd anakinra is not

recommended (see sections 4.5 and 4.8).

Concurrent treatment with abatacept Q

In clinical studies, concurrent administration of abatacept a OR resulted in increased
incidences of serious adverse events. This combination monstrated increased clinical

benefit; such use is not recommended (see section 4.5).

O

Allergic reactions
Allergic reactions associated with LIFMIOR an@ration have been reported commonly. Allergic
reactions have included angioedema and ulygcaria;®erious reactions have occurred. If any serious

allergic or anaphylactic reaction occurs, R therapy should be discontinued immediately and

appropriate therapy initiated. 0

Immunosuppression
The possibility exists for T nists, including LIFMIOR, to affect host defences against
infections and malignancigs TNF mediates inflammation and modulates cellular immune
responses. In a study ofagAgdult patients with rheumatoid arthritis treated with LIFMIOR, there was
no evidence of depre @ delayed-type hypersensitivity, depression of immunoglobulin levels, or
change in enumdgtion &effector cell populations.

Two juvent thic arthritis patients developed varicella infection and signs and symptoms of
in

aseptie® ptis, which resolved without sequelae. Patients with a significant exposure to varicella
virus emporarily discontinue LIFMIOR therapy and be considered for prophylactic treatment
vﬁ&ar ella Zoster Immune Globulin.

@afety and efficacy of LIFMIOR in patients with immunosuppression have not been evaluated.

alignancies and lymphoproliferative disorders

Solid and haematopoietic malignancies (excluding skin cancers)
Reports of various malignancies (including breast and lung carcinoma and lymphoma) have been
received in the postmarketing period (see section 4.8).

In the controlled portions of clinical trials of TNF-antagonists, more cases of lymphoma have been
observed among patients receiving a TNF-antagonist compared with control patients. However, the

occurrence was rare, and the follow-up period of placebo patients was shorter than for patients
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receiving TNF-antagonist therapy. In the postmarketing setting, cases of leukaemia have been reported
in patients treated with TNF-antagonists. There is an increased background risk for lymphoma and
leukaemia in rheumatoid arthritis patients with long-standing, highly active, inflammatory disease,
which complicates risk estimation.

Based on current knowledge, a possible risk for the development of lymphomas, leukaemia or other
haematopoietic or solid malignancies in patients treated with a TNF-antagonist cannot be excluded.
Caution should be exercised when considering TNF-antagonist therapy for patients with a history of
malignancy or when considering continuing treatment in patients who develop a malignancy.

Malignancies, some fatal, have been reported among children, adolescents and young adults (up toe
22 years of age) treated with TNF-antagonists (initiation of therapy < 18 years of age), including
LIFMIOR, in the postmarketing setting. Approximately half the cases were lymphomas. The o
cases represented a variety of different malignancies and included rare malignancies typicall
associated with immunosuppression. A risk for the development of malignancies in chyj

adolescents treated with TNF-antagonists cannot be excluded. K

Skin cancers 0

Melanoma and non-melanoma skin cancer (NMSC) have been reported in patie ted with
TNF-antagonists, including LIFMIOR. Postmarketing cases of Merkel cell garcinoma have been
reported very infrequently in patients treated with LIFMIOR. Periodic sj# ination is

recommended for all patients, particularly those with risk factors for

1 Ccer.

Combining the results of controlled clinical trials, more cases q
receiving LIFMIOR compared with control patients, particu

ere observed in patients
N0 patients with psoriasis.

Vaccinations

Live vaccines should not be given concurrently wit
secondary transmission of infection by live vaccj tients receiving LIFMIOR. In a
double-blind, placebo-controlled, randomised study in adult patients with psoriatic arthritis,
184 patients also received a multivalent pmc cal polysaccharide vaccine at week 4. In this study,

most psoriatic arthritis patients receivin OR were able to mount effective B-cell immune
response to pneumococcal polysacch mcine, but titres in aggregate were moderately lower, and
few patients had two-fold rises i i@mpared to patients not receiving LIFMIOR. The clinical
significance of this is unknown.

IOR. No data are available on the

Autoantibody formation
Treatment with LIFM ay result in the formation of autoimmune antibodies (see section 4.8).

Haematologic r

Rare cases of penia and very rare cases of aplastic anaemia, some with fatal outcome, have

been repo ients treated with LIFMIOR. Caution should be exercised in patients being treated

with HF@WhO have a previous history of blood dyscrasias. All patients and parents/caregivers

shou ised that if the patient develops signs and symptoms suggestive of blood dyscrasias or

i ionY (e.g., persistent fever, sore throat, bruising, bleeding, paleness) whilst on LIFMIOR, they
eek immediate medical advice. Such patients should be investigated urgently, including full

M count; if blood dyscrasias are confirmed, LIFMIOR should be discontinued.

Q\Ieurological disorders

There have been rare reports of CNS demyelinating disorders in patients treated with LIFMIOR (see
section 4.8). Additionally, there have been rare reports of peripheral demyelinating polyneuropathies
(including Guillain-Barré syndrome, chronic inflammatory demyelinating polyneuropathy,
demyelinating polyneuropathy, and multifocal motor neuropathy). Although no clinical trials have
been performed evaluating LIFMIOR therapy in patients with multiple sclerosis, clinical trials of other
TNF antagonists in patients with multiple sclerosis have shown increases in disease activity. A careful
risk/benefit evaluation, including a neurologic assessment, is recommended when prescribing




LIFMIOR to patients with pre-existing or recent onset of demyelinating disease, or to those who are
considered to have an increased risk of developing demyelinating disease.

Combination therapy
In a controlled clinical trial of two years duration in theumatoid arthritis patients, the combination of
LIFMIOR and methotrexate did not result in unexpected safety findings, and the safety profile of

LIFMIOR when given in combination with methotrexate was similar to the profiles reported in studies

of LIFMIOR and methotrexate alone. Long-term studies to assess the safety of the combination are é
ongoing. The long-term safety of LIFMIOR in combination with other disease-modifying

antirheumatic drugs (DMARD) has not been established. @

N
The use of LIFMIOR in combination with other systemic therapies or phototherapy for the treat \
of psoriasis has not been studied. O

Renal and hepatic impairment Q
Based on pharmacokinetic data (see section 5.2), no dose adjustment is needed in pati N renal
or hepatic impairment; clinical experience in such patients is limited. 6
Congestive heart failure (Cardiac failure congestive)

Physicians should use caution when using LIFMIOR in patients who have ﬁges‘uve heart failure
(CHF). There have been postmarketing reports of worsening of CHF, wj without identifiable
precipitating factors, in patients taking LIFMIOR. There have also bg@@ 0.1%) reports of new

onset CHF, including CHF in patients without known pre-existing ascular disease. Some of
these patients have been under 50 years of age. Two large clini aluating the use of
LIFMIOR in the treatment of CHF were terminated early duyps@ Wk of efficacy. Although not
conclusive, data from one of these trials suggest a possi cy toward worsening CHF in those
patients assigned to LIFMIOR treatment. x

Alcoholic hepatitis
In a phase II randomised placebo-controlled SDQIS hospitalised patients treated with LIFMIOR or
placebo for moderate to severe alcoholic h¥gatitis,.IFMIOR was not efficacious, and the mortality
rate in patients treated with LIFMIOR wgf8%1QRe#ficantly higher after 6 months. Consequently,
LIFMIOR should not be used in patie e treatment of alcoholic hepatitis. Physicians should use
caution when using LIFMIOR i\e@who also have moderate to severe alcoholic hepatitis.
Wegener's granulomatosis

A placebo-controlled trialgi ch 89 adult patients were treated with LIFMIOR in addition to
standard therapy (inclydigg®cyclophosphamide or methotrexate, and glucocorticoids) for a median
duration of 25 mont % not shown LIFMIOR to be an effective treatment for Wegener’s
granulomatosis.&}n Rcnce of non-cutaneous malignancies of various types was significantly
higher in pati ted with LIFMIOR than in the control group. LIFMIOR is not recommended for
the treatme, gener’s granulomatosis.

L 4

Hyp ia in patients treated for diabetes
hae been reports of hypoglycaemia following initiation of LIFMIOR in patients receiving
1on

for diabetes, necessitating a reduction in anti-diabetic medication in some of these patients.

e pecial populations

Elderly

In the Phase 3 studies in rheumatoid arthritis, psoriatic arthritis, and ankylosing spondylitis, no overall
differences in adverse events, serious adverse events, and serious infections in patients age 65 or older
who received LIFMIOR were observed compared with younger patients. However, caution should be
exercised when treating the elderly and particular attention paid with respect to occurrence of
infections.




Paediatric 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 LIFMIOR therapy (see
Vaccinations, above).

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

w9
4.5 Interaction with other medicinal products and other forms of interaction K\

Concurrent treatment with anakinra

Adult patients treated with LIFMIOR and anakinra were observed to have a higher rat SIS
infection when compared with patients treated with either LIFMIOR or anakinra alon f‘& ical
data).

In addition, in a double-blind, placebo-controlled trial in adult patients receiving%round
methotrexate, patients treated with LIFMIOR and anakinra were observed Qve a higher rate of
serious infections (7%) and neutropenia than patients treated with LIF ce sections 4.4 and
4.8). The combination LIFMIOR and anakinra has not demonstrated '“@d clinical benefit, and is
therefore not recommended.

Concurrent treatment with abatacept

In clinical studies, concurrent administration of abatace Q ::'F MIOR resulted in increased
incidences of serious adverse events. This combination has\otl demonstrated increased clinical
benefit; such use is not recommended (see section 40

Concurrent treatment with sulfasalazine

In a clinical study of adult patients who w¢ rece¥ving established doses of sulfasalazine, to which
LIFMIOR was added, patients in the cop®nMen group experienced a statistically significant
decrease in mean white blood cell co lQomparison to groups treated with LIFMIOR or
sulfasalazine alone. The clinical qieNficsce of this interaction is unknown. Physicians should use
caution when considering combj @ erapy with sulfasalazine.

jons have been observed when LIFMIOR was administered with
glucocorticoids, sali except sulfasalazine), nonsteroidal anti-inflammatory drugs (NSAIDs),
analgesics, or m&QotreXqe. See section 4.4 for vaccination advice.

No clinica @cant pharmacokinetic drug-drug interactions were observed in studies with
methoweagte, Nigoxin or warfarin.

0 @tl ity, pregnancy and lactation

en of childbearing potential
omen of childbearing potential should consider the use of appropriate contraception to avoid
ecoming pregnant during LIFMIOR therapy and for three weeks after discontinuation of therapy.

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

foetus or neonatal rat due to etanercept. The effects of etanercept on pregnancy outcomes have been
investigated in two observational cohort studies. A higher rate of major birth defects was observed in
one observational study comparing pregnancies exposed to etanercept (n=370) during the first
trimester with pregnancies not exposed to etanercept or other TNF-antagonists (n=164) (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. In

another observational multi-country registry study comparing the risk of adverse pregnancy outcomes

in women exposed to etanercept during the first 90 days of pregnancy (n=425) to those exposed to

non-biologic drugs (n=3497), there was no observed increased risk of major birth defects (crude odds

ratio [OR]=1.22, 95% CI: 0.79-1.90; adjusted OR = 0.96, 95% CI: 0.58-1.60 after adjusting for

country, maternal disease, parity, maternal age and smoking in early pregnancy). This study also

showed no increased risks of minor birth defects, preterm birth, stillbirth, or infections in the first year é
of life for infants born to women exposed to etanercept during pregnancy. LIFMIOR should only be

used during pregnancy if clearly needed. @

9
Etanercept crosses the placenta and has been detected in the serum of infants born to female patie \
treated with LIFMIOR during pregnancy. The clinical impact of this is unknown, however, infga
may be at increased risk of infection. Administration of live vaccines to infants for 16 weeksg @ e

mother’s last dose of LIFMIOR is generally not recommended. ®

Breast-feeding Q

Etanercept has been reported to be excreted in human milk following subcutane istration. In
lactating rats following subcutaneous administration, etanercept was excreted in ilk and detected
in the serum of pups. Because immunoglobulins, in common with many mgfficinal products, can be
excreted in human milk, a decision must be made whether to discontinuj -feeding or to
discontinue LIFMIOR therapy, taking into account the benefit of breagtN€eghng for the child and the
benefit of therapy for the woman. Q

and general reproductive performance are not available.

Fertility 9
Preclinical data about peri- and postnatal toxicity of eta@ of effects of etanercept on fertility
4.7 Effects on ability to drive and use mach'Qo

a

No studies on the effects on the ability to %n use machines have been performed.

4.8 Undesirable effects 00

Summary of the safety profile
The most commonly reporte g reactions are injection site reactions (such as pain, swelling,

itching, reddening and blcg puncture site), infections (such as upper respiratory infections,
bronchitis, bladder infggli®gs and skin infections), allergic reactions, development of autoantibodies,
itching, and fever.

Serious adver: x’ons ave also been reported for LIFMIOR. TNF-antagonists, such as LIFMIOR,
stem and their use may affect the body’s defenses against infection and cancer.

s affect fewer than 1 in 100 patients treated with LIFMIOR. Reports have included

threatening infections and sepsis. Various malignancies have also been reported with use

, including cancers of the breast, lung, skin and lymph glands (lymphoma).

us haematological, neurological and autoimmune reactions have also been reported. These
0 ude rare reports of pancytopenia and very rare reports of aplastic anaemia. Central and peripheral
demyelinating events have been seen rarely and very rarely, respectively, with LIFMIOR use. There
have been rare reports of lupus, lupus-related conditions, and vasculitis.
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);
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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
>1/10 <1/10 <1/1,000 (Cannot be
Estimated
from Available
Data)
Infections and Infection Serious infections Tuberculosis, Hepatitis B
infestations (including (including opportunistic reactivation,
upper pneumonia, infection (including listeria
respiratory cellulitis, arthritis invasive fungal, ¢
tract bacterial, sepsis and | protozoal, bacterial, \d
infection, parasitic infection)* | atypical
bronchitis, mycobacterial, viral O
cystitis, infections, and
skin Legionella)*
infection)* PN
Neoplasms Non-melanoma skin | Malignant melanoma erkel cell
benign, cancers* (see (see section 4.4), carcinoma (see
malignant and section 4.4) lymphoma, ® section 4.4)
unspecified leukaemia
(including cysts &
and polyps) oo A
Blood and Thrombocytopenia, | Pancytopenig® U Aplastic Histiocytosis
lymphatic anaemia, anaemia*® haematophagic
system leukopenia, (macrophage
disorders neutropenia activation
N syndrome)*
Immune system Allergic Vasculitis w . Worsening of
disorders reactions (see | (including anti- crgic/anaphylactic symptoms of
Skin and neutrophilic reactions (including dermatomyositis
subcutaneous | cytoplasmic an angioedema,
tissue positive v. \ bronchospasm),
disorders), sarcoidosis
autoantibody
formation* o~

Nervous system
disorders

&
5

©

\«>\)

CNS demyelinating
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
Eye disorders Uveitis, scleritis
Cardiac Worsening of New onset cardiac
disorders cardiac failure failure congestive
congestive (see (see section 4.4)
section 4.4)
Respiratory, Interstitial lung
thoracic, and disease (including
mediastinal pneumonitis and
disorders pulmonary fibrosis)*

1"



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
>1/10 <1/10 <1/1,000 (Cannot be
Estimated
from Available
Data)
Hepatobiliary Elevated liver Autoimmune
disorders enzymes* hepatitis*
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, lichenoid \U
urticaria, reactions
psoriasiform rash K
Musculoskeletal Cutaneous lupus O
and connective erythematosus,
tissue disorders subacute cutaneous
lupus erythematosus, \
lupus-like syndrome
General Injection Pyrexia
disorders and site
administration reactions
site conditions (including &
bleeding, @ >
bruising,
erythema,
itching, Q
pain,
swelling)* J O\
*see Description of selected adverse reactions, below. \V
Description of selected adverse reactions O

One hundred and twenty-nine (129) new ienancies of various types were observed in

4,114 rheumatoid arthritis patients treatdfl 1 ical trials with LIFMIOR for up to approximately

6 years, including 231 patients treate IFMIOR in combination with methotrexate in the 2-year
active-controlled study. The obse}ge s and incidences in these clinical trials were similar to those
expected for the population stud @ B total of 2 malignancies were reported in clinical studies of

Malignancies and lymphoproliferative dissrder

approximately 2 years duratj Wolving 240 LIFMIOR-treated psoriatic arthritis patients. In clinical
studies conducted for m: years with 351 ankylosing spondylitis patients, 6 malignancies were
reported in LIFMIOR patients. In a group of 2,711 plaque psoriasis patients treated with

LIFMIOR in dogble- and open-label studies of up to 2.5 years, 30 malignancies and
43 nonmelanom&l caNcers were reported.

In a group %patients treated with LIFMIOR in rheumatoid arthritis, psoriatic arthritis,
ankylo%'\ dylitis and psoriasis clinical trials, 18 lymphomas were reported.

A8

various malignancies (including breast and lung carcinoma and lymphoma) have also been
Wed in the postmarketing period (see section 4.4).

anection site reactions
Compared to placebo, patients with theumatic diseases treated with LIFMIOR had a significantly

higher incidence of injection site reactions (36% vs. 9%). Injection site reactions usually occurred in
the first month. Mean duration was approximately 3 to 5 days. No treatment was given for the
majority of injection site reactions in the LIFMIOR treatment groups, and the majority of patients who
were given treatment received topical preparations, such as corticosteroids, or oral antihistamines.
Additionally, some patients developed recall injection site reactions characterised by a skin reaction at
the most recent site of injection, along with the simultaneous appearance of injection site reactions at
previous injection sites. These reactions were generally transient and did not recur with treatment.
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In controlled trials in patients with plaque psoriasis, approximately 13.6% of patients treated with
LIFMIOR developed injection site reactions compared with 3.4% of placebo-treated patients during
the first 12 weeks of treatment.

Serious infections
In placebo-controlled trials, no increase in the incidence of serious infections (fatal, life-threatening, or

requiring hospitalisation or intravenous antibiotics) was observed. Serious infections occurred in 6.3%

of theumatoid arthritis patients treated with LIFMIOR for up to 48 months. These included abscess (at é
various sites), bacteraemia, bronchitis, bursitis, cellulitis, cholecystitis, diarrhoea, diverticulitis,

endocarditis (suspected), gastroenteritis, hepatitis B, herpes zoster, leg ulcer, mouth infection, @

infection, skin ulcer, urinary tract infection, vasculitis, and wound infection. In the 2-year
active-controlled study where patients were treated with either LIFMIOR alone, methotrexate T
LIFMIOR in combination with methotrexate, the rates of serious infections were similar amf

osteomyelitis, otitis, peritonitis, pneumonia, pyelonephritis, sepsis, septic arthritis, sinusitis, skin & \6

treatment groups. However, it cannot be excluded that the combination of LIFMIOR wgt
methotrexate could be associated with an increase in the rate of infections.

There were no differences in rates of infection among patients treated with LIFM#QIRNa# those
treated with placebo for plaque psoriasis in placebo-controlled trials of up to 24 "9 duration.
Serious infections experienced by LIFMIOR-treated patients included celhﬁ, gastroenteritis,
pneumonia, cholecystitis, osteomyelitis, gastritis, appendicitis, Streptoc sciitis, myositis, septic
shock, diverticulitis and abscess. In the double-blind and open-label (@ arthritis trials, 1 patient
reported a serious infection (pneumonia).

Serious and fatal infections have been reported during use o
bacteria, mycobacteria (including tuberculosis), viruses i. Some have occurred within a few
weeks after initiating treatment with LIFMIOR in patients ave underlying conditions (e.g.,
diabetes, congestive heart failure, history of active onic infections) in addition to their
rheumatoid arthritis (see section 4.4). LIFMIORQﬁt may increase mortality in patients with

IOR; reported pathogens include

established sepsis.

Opportunistic infections have been repo &ssociation with LIFMIOR, including invasive fungal,
parasitic (including protozoal), viral (i mg herpes zoster), bacterial (including Listeria and
Legionella), and atypical mycobsgt&galYfections. In a pooled data set of clinical trials, the overall
incidence of opportunistic infec 0.09% for the 15,402 subjects who received LIFMIOR. The
exposure-adjusted rate was Qg s per 100 patient-years. In postmarketing experience,
approximately half of all se reports of opportunistic infections worldwide were invasive
fungal infections. The %ommonly reported invasive fungal infections included Candida,
Pneumocystis, Aspe and Histoplasma. Invasive fungal infections accounted for more than half
of the fatalities Mgongs®atients who developed opportunistic infections. The majority of the reports
with a fatal o were in patients with Pneumocystis pneumonia, unspecified systemic fungal

infections, gillosis (see section 4.4).
. é
Auto s

dui pagents had serum samples tested for autoantibodies at multiple timepoints. Of the rheumatoid
MUONGS patients evaluated for antinuclear antibodies (ANA), the percentage of patients who developed
@ positive ANA (=1:40) was higher in patients treated with LIFMIOR (11%) than in placebo-

Qéeated patients (5%). The percentage of patients who developed new positive anti-double-stranded
g NA antibodies was also higher by radioimmunoassay (15% of patients treated with LIFMIOR

compared to 4% of placebo-treated patients) and by Crithidia luciliae assay (3% of patients treated
with LIFMIOR compared to none of placebo-treated patients). The proportion of patients treated with
LIFMIOR who developed anticardiolipin antibodies was similarly increased compared to placebo-
treated patients. The impact of long-term treatment with LIFMIOR on the development of
autoimmune diseases is unknown.
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There have been rare reports of patients, including rheumatoid factor positive patients, who have
developed other autoantibodies in conjunction with a lupus-like syndrome or rashes that are
compatible with subacute cutaneous lupus or discoid lupus by clinical presentation and biopsy.

Pancytopenia and aplastic anaemia

There have been postmarketing reports of pancytopenia and aplastic anaemia, some of which had fatal
outcomes (see section 4.4). E
Interstitial lung disease

In controlled clinical trials of etanercept across all indications, the frequency (incidence proportion) of
interstitial lung disease in patients receiving etanercept without concomitant methotrexate was 0.08% 6
(frequency rare). In the controlled clinical trials that allowed concomitant treatment with etanerce‘\

and methotrexate, the frequency (incidence proportion) of interstitial lung disease was 0.47%
(frequency uncommon). There have been postmarketing reports of interstitial lung disease (j g

pneumonitis and pulmonary fibrosis), some of which had fatal outcomes. \
Concurrent treatment with anakinra

In studies when adult patients received concurrent treatment with LIFMIOR plu w2, a higher
rate of serious infections compared to LIFMIOR alone was observed and 2% o ts (3/139)

developed neutropenia (absolute neutrophil count < 1000/mm’). While neugdpenic, one patient
developed cellulitis that resolved after hospitalisation (see sections 4.4 @ .

Elevated liver enzymes
In the double-blind periods of controlled clinical trials of etanegfe all indications, the

frequency (incidence proportion) of adverse events of eleva r enzymes in patients receiving
etanercept without concomitant methotrexate was 0.549 cy uncommon). In the double-blind
periods of controlled clinical trials that allowed concomitatN\§reatment with etanercept and
methotrexate, the frequency (incidence proportion) verse events of elevated liver enzymes was
4.18% (frequency common). Q

Autoimmune hepatitis

In controlled clinical trials of etanercept 1l indications, the frequency (incidence proportion) of
autoimmune hepatitis in patients receitg nercept without concomitant methotrexate was 0.02%
(frequency rare). In the controll ic¥ trials that allowed concomitant treatment with etanercept
and methotrexate, the frequenc \dcnce proportion) of autoimmune hepatitis was 0.24%
(frequency uncommon).

Paediatric population &
Undesirable eﬁx&iatric patients with juvenile idiopathic arthritis
In general, th eNe events in paediatric patients with juvenile idiopathic arthritis were similar in

frequency to those seen in adult patients. Differences from adults and other special
considt\n re discussed in the following paragraphs.

g {pe) of infections seen in clinical trials in juvenile idiopathic arthritis patients aged 2 to 18 years
y N\generally mild to moderate and consistent with those commonly seen in outpatient paediatric
@, Rlations. Severe adverse events reported included varicella with signs and symptoms of aseptic
@neningitis, which resolved without sequelae (see also section 4.4), appendicitis, gastroenteritis,

depression/personality disorder, cutaneous ulcer, oesophagitis/gastritis, group A streptococcal septic
shock, type I diabetes mellitus, and soft tissue and post-operative wound infection.

In one study in children with juvenile idiopathic arthritis aged 4 to 17 years, 43 of 69 (62%) children
experienced an infection while receiving LIFMIOR during 3 months of the study (part 1, open-label),
and the frequency and severity of infections was similar in 58 patients completing 12 months of open-
label extension therapy. The types and proportion of adverse events in juvenile idiopathic arthritis
patients were similar to those seen in trials of LIFMIOR in adult patients with rheumatoid arthritis,
and the majority were mild. Several adverse events were reported more commonly in 69 juvenile
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idiopathic arthritis patients receiving 3 months of LIFMIOR compared to the 349 adult rheumatoid
arthritis patients. These included headache (19% of patients, 1.7 events per patient year), nausea (9%,
1.0 event per patient year), abdominal pain (19%, 0.74 events per patient year), and vomiting (13%,
0.74 events per patient year).

There were 4 reports of macrophage activation syndrome in juvenile idiopathic arthritis clinical trials.

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

9
Undesirable effects in paediatric patients with plaque psoriasis
In a 48-week study in 211 children aged 4 to 17 years with paediatric plaque psoriasis, the adv
events reported were similar to those seen in previous studies in adults with plaque psoriasig C

Reporting of suspected adverse reactions :

Reporting suspected adverse reactions after authorisation of the medicinal product % ant. It
allows continued monitoring of the benefit/risk balance of the medicinal produc% are

professionals are asked to report any suspected adverse reactions via the nationa ing system
listed in Appendix V. &

4.9 Overdose @

No dose-limiting toxicities were observed during clinical trials oid arthritis patients. The

highest dose level evaluated has been an intravenous loading&gNot 32 mg/m?” followed by
subcutaneous doses of 16 mg/m’ administered twice weSly @ p rheumatoid arthritis patient
mistakenly self-administered 62 mg LIFMIOR subcutaneoWly twice weekly for 3 weeks without
experiencing undesirable effects. There is no knowr@ote to LIFMIOR.

5. PHARMACOLOGICAL PROPEQSQ
5.1 Pharmacodynamic propertie§9

Pharmacotherapeutic group: Im
ATC code: L04ABO1

Tumour necrosis facto &le a dominant cytokine in the inflammatory process of rheumatoid
arthritis. Elevated le F are also found in the synovium and psoriatic plaques of patients with
psoriatic arthritié\gnd i€rum and synovial tissue of patients with ankylosing spondylitis. In plaque
psoriasis, infilpmONby inflammatory cells, including T-cells, leads to increased TNF levels in
psoriatic legio pared with levels in uninvolved skin. Etanercept is a competitive inhibitor of
TNF bendig s cell surface receptors, and thereby inhibits the biological activity of TNF. TNF and
lymp 1Ware pro-inflammatory cytokines that bind to two distinct cell surface receptors: the
56-kQ{od4ton (p55) and 75-kilodalton (p75) tumour necrosis factor receptors (TNFRs). Both TNFRs
) rally in membrane-bound and soluble forms. Soluble TNFRs are thought to regulate TNF

% pgical activity.

pressants, Tumour Necrosis Factor alpha (TNF-a) inhibitors,

cross-linking of cell surface TNFRs. Dimeric soluble receptors, such as etanercept, possess a higher
affinity for TNF than monomeric receptors and are considerably more potent competitive inhibitors of

&&NF and lymphotoxin exist predominantly as homotrimers, with their biological activity dependent on

TNF binding to its cellular receptors. In addition, use of an immunoglobulin Fc region as a fusion
element in the construction of a dimeric receptor imparts a longer serum half-life.
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Mechanism of action

Much of the joint pathology in rheumatoid arthritis and ankylosing spondylitis and skin pathology in

plaque psoriasis is mediated by pro-inflammatory molecules that are linked in a network controlled by

TNF. The mechanism of action of etanercept is thought to be its competitive inhibition of TNF

binding to cell surface TNFR, preventing TNF-mediated cellular responses by rendering TNF

biologically inactive. Etanercept may also modulate biologic responses controlled by additional

downstream molecules (e.g., cytokines, adhesion molecules, or proteinases) that are induced or

regulated by TNF. é
Clinical efficacy and safety @
This section presents data from four randomised controlled trials in adults with rheumatoid arthriti®, 6
one study in adults with psoriatic arthritis, one study in adults with ankylosing spondylitis, one sh,(

in adults with non-radiographic axial spondyloarthritis, four studies in adults with plaque psorigs
three studies in juvenile idiopathic arthritis and one study in paediatric patients with plaque ss.
Adult patients with rheumatoid arthritis %

The efficacy of LIFMIOR was assessed in a randomised, double-blind, placebo-congo udy. The
study evaluated 234 adult patients with active rheumatoid arthritis who had faile with at least
one but no more than four disease-modifying antirheumatic drugs (DMARDs). @of 10 mg or

25 mg LIFMIOR or placebo were administered subcutaneously twice a weﬁ),r consecutive
months. The results of this controlled trial were expressed in percentageg ement in rheumatoid
arthritis using American College of Rheumatology (ACR) response f@

ACR 20 and 50 responses were higher in patients treated with | (’ Bt 3 and 6 months than in
patients treated with placebo (ACR 20: LIFMIOR 62% and giioNglacebo 23% and 11% at 3 and

6 months, respectively: ACR 50: LIFMIOR 41% and 408%g @ bo 8% and 5% at months 3 and 6,
respectively; p<0.01 LIFMIOR vs. placebo at all timepoint®Jor both ACR 20 and ACR 50 responses).

Approximately 15% of subjects who received L achieved an ACR 70 response at month 3 and
month 6 compared to fewer than 5% of subject®g tMe placebo arm. Among patients receiving
LIFMIOR, the clinical responses generally%;l within 1 to 2 weeks after initiation of therapy and
nearly always occurred by 3 months. A ¢@% onse was seen; results with 10 mg were intermediate
between placebo and 25 mg. LIFMIO @igniﬁcantly better than placebo in all components of the
ACR criteria, as well as other meg % rheumatoid arthritis disease activity not included in the
ACR response criteria, such as oMY stiffness. A Health Assessment Questionnaire (HAQ), which

included disability, vitality, peeg % calth, general health status, and arthritis-associated health status
subdomains, was adminig& ery 3 months during the trial. All subdomains of the HAQ were

improved in patients tt with LIFMIOR compared to controls at 3 and 6 months.

After discontinu®jon oNLIFMIOR, symptoms of arthritis generally returned within a month.
Re-introducti atment with LIFMIOR after discontinuation of up to 24 months resulted in the
same magny responses as patients who received LIFMIOR without interruption of therapy
based on% of open-label studies. Continued durable responses have been seen for up to 10 years
in op
*

Ny Ticacy of LIFMIOR was compared to methotrexate in a randomised, active-controlled study

blinded radiographic evaluations as a primary endpoint in 632 adult patients with active

eumatoid arthritis (<3 years duration) who had never received treatment with methotrexate. Doses of
10 mg or 25 mg LIFMIOR were administered subcutaneously (SC) twice a week for up to 24 months.
Methotrexate doses were escalated from 7.5 mg/week to a maximum of 20 mg/week over the first
8 weeks of the trial and continued for up to 24 months. Clinical improvement, including onset of
action within 2 weeks with LIFMIOR 25 mg, was similar to that seen in the previous trials and was
maintained for up to 24 months. At baseline, patients had a moderate degree of disability, with mean
HAQ scores of 1.4 to 1.5. Treatment with LIFMIOR 25 mg resulted in substantial improvement at
12 months, with about 44% of patients achieving a normal HAQ score (less than 0.5). This benefit was
maintained in Year 2 of this study.

extension treatment trials when patients received LIFMIOR without interruption.
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In this study, structural joint damage was assessed radiographically and expressed as change in Total
Sharp Score (TSS) and its components, the erosion score and Joint Space Narrowing (JSN) score.
Radiographs of hands/wrists and feet were read at baseline and 6, 12, and 24 months. The 10 mg
LIFMIOR dose had consistently less effect on structural damage than the 25 mg dose. LIFMIOR

25 mg was significantly superior to methotrexate for erosion scores at both 12 and 24 months. The
differences in TSS and JSN were not statistically significant between methotrexate and LIFMIOR

25 mg. The results are shown in the figure below. E

Radiographic Progression: Comparison of LIFMIOR vs. Methotrexate in Patients with
RA of <3 Years Duration @

&
2.51 12 Months 25 24 Months \

2.2

2.01 2.0
1.5]

1.07

1.3
0.8 0.9 |
05 W* 0.4 0.4 05

0.0
TSS Erosions JSN

Change from Baseline

Erosions JSN
CJ MTX Q
m L|FM|0R2®

*p < 0.05

In another active-controlled, double-blind, randoyis @ dy, clinical efficacy, safety, and
radiographic progression in RA patients treatede§vit MIOR alone (25 mg twice weekly),
methotrexate alone (7.5 to 20 mg weekly, gggdiarNose 20 mg), and the combination of LIFMIOR and
methotrexate initiated concurrently were ed in 682 adult patients with active rheumatoid
arthritis of 6 months to 20 years duratjpiy(m@dian 5 years) who had a less than satisfactory response to
at least 1 disease-modifying anti i drug (DMARD) other than methotrexate.

% on with methotrexate therapy group had significantly higher
esp¥nses and improvement for DAS and HAQ scores at both 24 and
of the single therapy groups (results shown in table below).
FMIOR in combination with methotrexate compared with LIFMIOR
xate monotherapy were also observed after 24 months.

Patients in the LIFMIOR in cgg
ACR 20, ACR 50, ACR 7

52 weeks than patients in%
Significant advantag
monotherapy anqme

o
.\c‘,\Q
Q)é

-+
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Clinical Efficacy Results at 12 Months: Comparison of LIFMIOR vs. Methotrexate vs.
LIFMIOR in Combination with Methotrexate in Patients with RA of 6 Months To 20 Years

Duration
LIFMIOR +
Endpoint Methotrexate LIFMIOR Methotrexate
(n=228) (n=1223) (n=231)

ACR Responses’ é
ACR 20 58.8% 65.5% 74.5% ™
ACR 50 36.4% 43.0% 63.2% ™ @
ACR 70 16.7% 22.0% 39.8% ‘\6

DAS K
Baseline score” 5.5 5.7 5.5 O
Week 52 score” 3.0 3.0 2.3F Q
Remission® 14% 18% 37% K

?
Baseline 1.7 1.7 .8

Week 52 1.1 1.0 ( 0.8™

a: Patients who did not complete 12 months in the study were considere@\on—responders.
b: Values for Disease Activity Score (DAS) are means.

c: Remission is defined as DAS <1.6.

Pairwise comparison p-values: T =p < 0.05 for comparisons of 8F + methotrexate vs.

methotrexate and ¢ = p < 0.05 for comparisons of LIFM\@ otrexate vs. LIFMIOR.
Radiographic progression at 12 months was signific les® in the LIFMIOR group than in the
methotrexate group, while the combination was si§ tly better than either monotherapy at

slowing radiographic progression (see figure b

Radiographic Progression: Comp of LIFMIOR vs. Methotrexate vs. LIFMIOR in
Combination with Methotrexate g Pgtients with RA of 6 Months To 20 Years Duration
Month Results)

I LIFMIOR + Methotrexate

O 1 Methotrexate
& B8 LIFMIOR

—TSS— —FErosions— —JSN—

Pairwise comparison p-values: * = p < 0.05 for comparisons of LIFMIOR vs.
methotrexate, T = p < 0.05 for comparisons of LIFMIOR + methotrexate vs.
methotrexate and ¢ = p < 0.05 for comparisons of LIFMIOR + methotrexate vs.
LIFMIOR.
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Significant advantages for LIFMIOR in combination with methotrexate compared with LIFMIOR
monotherapy and methotrexate monotherapy were also observed after 24 months. Similarly, the
significant advantages for LIFMIOR monotherapy compared with methotrexate monotherapy were
also observed after 24 months.

In an analysis in which all patients who dropped out of the study for any reason were considered to

have progressed, the percentage of patients without progression (TSS change < 0.5) at 24 months was

higher in the LIFMIOR in combination with methotrexate group compared with the LIFMIOR alone é
and methotrexate alone groups (62%, 50%, and 36%, respectively; p<0.05). The difference between

LIFMIOR alone and methotrexate alone was also significant (p<0.05). Among patients who completed @

a full 24 months of therapy in the study, the non-progression rates were 78%, 70%, and 61%, . 6

respectively. K\

The safety and efficacy of 50 mg LIFMIOR (two 25 mg SC injections) administered once we
were evaluated in a double-blind, placebo-controlled study of 420 patients with active NWQIS
study, 53 patients received placebo, 214 patients received 50 mg LIFMIOR once wee 1
153 patients received 25 mg LIFMIOR twice weekly. The safety and efficacy proﬁ% two
LIFMIOR treatment regimens were comparable at week 8 in their effect on sign. ptoms of
RA; data at week 16 did not show comparability (non-inferiority) between the t@imens.

Adult patients with psoriatic arthritis

The efficacy of LIFMIOR was assessed in a randomised, double-blin o-controlled study in
205 patients with psoriatic arthritis. Patients were between 18 and 7 s of age and had active
psoriatic arthritis (= 3 swollen joints and > 3 tender joints) in a f the following forms:

(1) distal interphalangeal (DIP) involvement; (2) polyarticulgmg¥Nyitis (absence of rheumatoid nodules
and presence of psoriasis); (3) arthritis mutilans; (4) asy® @o psoriatic arthritis; or

(5) spondylitis-like ankylosis. Patients also had plaque psoMgsis with a qualifying target lesion > 2 cm
in diameter. Patients had previously been treated wigAIDs (86%), DMARDs (80%), and

corticosteroids (24%). Patients currently on me% therapy (stable for = 2 months) could

continue at a stable dose of < 25 mg/week meth&gextte. Doses of 25 mg of LIFMIOR (based on
dose-finding studies in patients with theun®oid arthritis) or placebo were administered SC twice a
week for 6 months. At the end of the dogble d study, patients could enter a long-term open-label

extension study for a total duration @ years.

Clinical responses were express @ percentages of patients achieving the ACR 20, 50, and 70
response and percentages witT g0 vement in Psoriatic Arthritis Response Criteria (PsARC). Results

are summarised in the ta
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Responses of Patients with Psoriatic Arthritis in a Placebo-
Controlled Trial
Percent of Patients

Placebo LIFMIOR?
Psoriatic Arthritis Response n=104 n=101
ACR 20
Month 3 15 59°
Month 6 13 50°

ACR 50 . 6
Month 3 4 38° \
Month 6 4 37° O

ACR 70 Q
Month 3 0 11 \

Month 6 % 0

PsARC @

Month 3 31
Month 6 23

a: 25 mg LIFMIOR SC twice weekly :U

—_—

b: p<0.001, LIFMIOR vs. placebo
c: p<0.01, LIFMIOR vs. placebo

Among patients with psoriatic arthritis who received LI @the clinical responses were apparent
at the time of the first visit (4 weeks) and were maintain&ough 6 months of therapy. LIFMIOR
was significantly better than placebo in all measure
were similar with and without concomitant met
patients was assessed at every timepoint using
score was significantly improved at all tim@ts

relative to placebo (p < 0.001). C)

Radiographic changes were asse @e psoriatic arthritis study. Radiographs of hands and wrists
were obtained at baseline and mé > 12, and 24. The modified TSS at 12 months is presented in
the table below. In an analyg*= ch all patients who dropped out of the study for any reason were
considered to have progr me percentage of patients without progression (TSS change < 0.5) at
12 months was higherg LIFMIOR group compared with the placebo group (73% vs. 47%,
respectively, p < 0.0 e effect of LIFMIOR on radiographic progression was maintained in
patients who cowd treatment during the second year. The slowing of peripheral joint damage
was observed% nts with polyarticular symmetrical joint involvement.

isease activity (p <0.001), and responses
therapy. Quality of life in psoriatic arthritis
bility index of the HAQ. The disability index
psoriatic arthritis patients treated with LIFMIOR,

L 4
’\Q Mean (SE) Annualized Change from Baseline in Total Sharp Score
. hd
\\) Placebo Etanercept
Time (n=104) (n=101)
@ Month 12 1.00 (0.29) -0.03 (0.09)"

SE = standard error.
a.p=0.0001.

LIFMIOR treatment resulted in improvement in physical function during the double-blind period, and
this benefit was maintained during the longer-term exposure of up to 2 years.

There is insufficient evidence of the efficacy of LIFMIOR in patients with ankylosing spondylitis-like
and arthritis mutilans psoriatic arthropathies due to the small number of patients studied.
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No study has been performed in patients with psoriatic arthritis using the 50 mg once-weekly dosing
regimen. Evidence of efficacy for the once-weekly dosing regimen in this patient population has been
based on data from the study in patients with ankylosing spondylitis.

Adult patients with ankylosing spondylitis
The efficacy of LIFMIOR in ankylosing spondylitis was assessed in 3 randomised, double-blind

studies comparing twice-weekly administration of 25 mg LIFMIOR with placebo. A total of

401 patients were enrolled, from which 203 were treated with LIFMIOR. The largest of these trials é
(n=277) enrolled patients who were between 18 and 70 years of age and had active ankylosing

spondylitis defined as visual analog scale (VAS) scores of > 30 for average of duration and intensity @

of morning stiffness plus VAS scores of > 30 for at least 2 of the following 3 parameters: patient ¢ 6
global assessment; average of VAS values for nocturnal back pain and total back pain; average of,
10 questions on the Bath Ankylosing Spondylitis Functional Index (BASFI). Patients receiving

ankylosis of the spine were not included in the study. Doses of 25 mg of LIFMIOR (b
dose-finding studies in patients with theumatoid arthritis) or placebo were administer
subcutaneously twice a week for 6 months in 138 patients.

The primary measure of efficacy (ASAS 20) was a 220% improvement in at lea the
4 Assessment in Ankylosing Spondylitis (ASAS) domains (patient global asgessments, back pain,
BASFI, and inflammation) and absence of deterioration in the remainin in. ASAS 50 and

70 responses used the same criteria with a 50% improvement or a 7% vement, respectively.

Compared to placebo, treatment with LIFMIOR resulted in sig
ASAS 50 and ASAS 70 as early as 2 weeks after the initiati

rovements in the ASAS 20,
erapy.

Responses of Patients with Ankylo%png Spondylitis in a
Placebo-con d Trial
6 ercent of Patients
Ankylosing Spondylitis Placebo LIFMIOR
Response & N=139 N =138
ASAS 20 0
22 46"
27 60"
23 58*
7 24°
13 45°
X 10 42°
% ASAS 70
. Q 2 weeks 2 12°
\ 3 months 7 29"
6 months 5 28°

QS
6\ a: p<0.001, LIFMIOR vs. placebo

b: p=0.002, LIFMIOR vs. placebo

Among patients with ankylosing spondylitis who received LIFMIOR, the clinical responses were
apparent at the time of the first visit (2 weeks) and were maintained through 6 months of therapy.
Responses were similar in patients who were or were not receiving concomitant therapies at baseline.

Similar results were obtained in the 2 smaller ankylosing spondylitis trials.

In a fourth study, the safety and efficacy of 50 mg LIFMIOR (two 25 mg SC injections) administered
once weekly vs. 25 mg LIFMIOR administered twice weekly were evaluated in a double-blind,
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placebo-controlled study of 356 patients with active ankylosing spondylitis. The safety and efficacy
profiles of the 50 mg once-weekly and 25 mg twice-weekly regimens were similar.

Adult patients with non-radiographic axial spondyloarthritis

The efficacy of LIFMIOR in patients with non-radiographic axial spondyloarthritis (nr-AxSpa) was
assessed in a randomised, 12-week double-blind, placebo-controlled study. The study evaluated
215 adult patients (modified intent-to-treat population) with active nr-AxSpa (18 to 49 years of age),
defined as those patients meeting the ASAS classification criteria of axial spondyloarthritis but did not é
meet the modified New York criteria for AS. Patients were also required to have an inadequate

response or intolerance to two or more NSAIDs. In the double-blind period, patients received

LIFMIOR 50 mg weekly or placebo for 12 weeks. The primary measure of efficacy (ASAS 40) w®

40% improvement in at least three of the four ASAS domains and absence of deterioration in the K

remaining domain. The double-blind period was followed by an open-label period during Whim

patients receive LIFMIOR 50 mg weekly for up to an additional 92 weeks. MRIs of the %

nt
and spine were obtained to assess inflammation at baseline and at weeks 12 and 104.

Compared to placebo, treatment with LIFMIOR resulted in statistically significant iNgpr@¢ement in the
ASAS 40, ASAS 20 and ASAS 5/6. Significant improvement was also observe ’ASAS partial
remission and BASDAI 50. Week 12 results are shown in the table below.

Efficacy Response in Placebo-Controlled nr-AxSpa Study: Percent @&nts Achieving

Endpoints

Double-Blind Clinical Placebo < b LIFMIOR
Responses at Week 12 N=106 to0 N=103 to 105*
ASAS** 40 N - 32.4°
ASAS 20 Y 52.4°
ASAS 5/6 194 33.0°
ASAS partial remission 11.9 24.8°
BASDAI***50 23.9 43.8°

cte Tfor each endpoint

itis International Society

se Activity Index

ctively between LIFMIOR and placebo

*Some patients did not provide co
** ASAS=Assessments in Spondyl

***Bath Ankylosing Spondylitis Qi
a: p<0.001, b:<0.01 and ¢;£0 05,

At week 12, there was a statisti ignificant improvement in the SPARCC (Spondyloarthritis
Research Consortium of Ca score for the sacroiliac joint (SIJ) as measured by MRI for patients
receiving LIFMIOR. AdjqgtcNfican change from baseline was 3.8 for LIFMIOR treated (n=95)
versus 0.8 for placeb (n=105) patients (p<0.001). At week 104, the mean change from

the

baseline in the SQAR ore measured on MRI for all LIFMIOR-treated subjects was 4.64 for the
SIJ (n=153) an: X

ine (n=154).
LIFMI‘O statistically significantly greater improvement from baseline to week 12 compared
to plac ost health-related quality of life and physical function assessments, including BASFI
(Bat losing Spondylitis Functional Index), EuroQol 5D Overall Health State Score and SF-36
omponent Score.

&cal responses among nr-AxSpa patients who received LIFMIOR were apparent at the time of the

&rst visit (2 weeks) and were maintained through 2 years of therapy. Improvements in health-related
quality of life and physical function were also maintained through 2 years of therapy. The 2 year data
did not reveal any new safety findings. At week 104, 8 subjects had progressed to a score of bilateral
Grade 2 on spinal X-ray according to the modified New York Radiological Grade, indicative of axial
spondyloarthropathy.

22



Adult patients with plaque psoriasis

LIFMIOR is recommended for use in patients as defined in section 4.1. Patients who “failed to
respond to” in the target population is defined by insufficient response (PASI<50 or PGA less than
good), or worsening of the disease while on treatment, and who were adequately dosed for a
sufficiently long duration to assess response with at least each of the three major systemic therapies as
available.

The efficacy of LIFMIOR versus other systemic therapies in patients with moderate to severe psoriasis é
(responsive to other systemic therapies) has not been evaluated in studies directly comparing
LIFMIOR with other systemic therapies. Instead, the safety and efficacy of LIFMIOR were assessed @

in four randomised, double-blind, placebo-controlled studies. The primary efficacy endpoint in all fou%
studies was the proportion of patients in each treatment group who achieved the PASI 75 (i.e., at
a 75% improvement in the Psoriasis Area and Severity Index score from baseline) at 12 weeks

Study 1 was a Phase 2 study in patients with active, but clinically stable, plaque psoria; i%mg >
10% of the body surface area who were > 18 years old. One hundred and twelve (112 ic¥s were

randomised to receive a dose of 25 mg of LIFMIOR (n=57) or placebo (n=55) twicqa for
24 weeks.

Study 2 evaluated 652 patients with chronic plaque psoriasis using the samefinclusion criteria as study
1 with the addition of a minimum psoriasis area and severity index (PA V4 0 at screening.
LIFMIOR was administered at doses of 25 mg once a week, 25 mg ty veek or 50 mg twice a
week for 6 consecutive months. During the first 12 weeks of the do % ind treatment period,
patients received placebo or one of the above three LIFMIOR gs¢ 12 weeks of treatment,
patients in the placebo group began treatment with blinded LMRQNOR (25 mg twice a week); patients
in the active treatment groups continued to week 24 on % o which they were originally

randomised.

received a dose of 25 mg or 50 mg LIFMIOR, bo twice a week for 12 weeks and then all

Study 3 evaluated 583 patients and had the Sam@ n criteria as study 2. Patients in this study
1
patients received open-label 25 mg LIFM twict weekly for an additional 24 weeks.

Study 4 evaluated 142 patients and hat Jor inclusion criteria to studies 2 and 3. Patients in this
study received a dose of 50 mg or placebo once weekly for 12 weeks and then all patients
received open-label 50 mg LIF ce weekly for an additional 12 weeks.

In study 1, the LIFMIOR.
75 response at week 1
56% of patients in th
placebo-treated PNJients?

group had a significantly higher proportion of patients with a PASI
%) compared to the placebo-treated group (2%) (p<0.0001). At 24 weeks,
OR-treated group had achieved the PASI 75 compared to 5% of

ey results of studies 2, 3 and 4 are shown below.
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Responses of Patients with Psoriasis in Studies 2, 3 and 4

*p <0.0001 compared with placebo

Study 2 Study 3 Study 4
------- LIFMIOR------ -----LIFMIOR---- -----LIFMIOR----
25 mg 50 mg 25mg  50mg 50mg  50mg
Placebo BIW BIW Placebo | BIW BIW | Placebo Qw Qw
n=166 | n= n= n= n=|n=193 | n=196 n=19 | n=46 | n=96 n=90
wk12 | 162 162 164 164 | wk12 | wk12  wk12 | wkl12 | wkl12  wk24®
Respons wk wk wk wk
e (%) 12 24 12 24
PASI 50 14 58% 70  74* 77 9 64* 77* 9 69%* 83 g
PASI 75 4 [34* 44 49+ 59 3 34% 49% 2 38 %
DSGA®, \
clear or O
almost
clear 5 34* 39 49*% 55 4 39% 57* 4 @ 64

a. No statistical comparisons to placebo were made at week 24 in studies 2 and

placebo group began receiving LIFMIOR 25 mg BIW or 50 mg once weekly fr

b. Dermatologist Static Global Assessment. Clear or almost clear defined a,

Among patients with plaque psoriasis who received LIFMIOR, signiflc@s

placebo were apparent at the time of the first visit (2 weeks) and w

therapy.

Study 2 also had a drug withdrawal period during whiclypa
of at least 50% at week 24 had treatment stopped. Patient

occurrence of rebound (PASI 2150% of baseline) a

symptoms of psoriasis gradually returned, withq{m

least half of the improvement achieved betweet@@

rebound flare of disease and no psoriasis-
some evidence to support a benefit of re

treatment.

In study 3, the majority of patie

had their LIFMIOR dose dec

response through week 36

PASI 75 response contin

weekly throu
75 at ge

T loggg-t

In study 4, the MQ
(38%) compar;

0%

the original

4
@ek 13 to week 24.
{)r n a 0 to 5 scale.

ponses relative to
intained through 24 weeks of

achieved a PASI improvement

X observed off treatment for the
the time to relapse (defined as a loss of at
and week 24). During the withdrawal period,
an time to disease relapse of 3 months. No
ious adverse events were observed. There was
nt with LIFMIOR in patients initially responding to

who were initially randomised to 50 mg twice weekly and

week 12 to 25 mg twice weekly maintained their PASI 75
tients who received 25 mg twice weekly throughout the study, the
mprove between weeks 12 and 36.

eated group had a higher proportion of patients with PASI 75 at week 12

e placebo-treated group (2%) (p<0.0001). For patients who received 50 mg once

K sponses were sustained and safety was comparable to shorter-term studies.

he study, the efficacy responses continued to improve with 71% achieving PASI

(up to 34 months) open-label studies where LIFMIOR was given without interruption,

analysis of clinical trial data did not reveal any baseline disease characteristics that would assist
linicians in selecting the most appropriate dosing option (intermittent or continuous). Consequently,
the choice of intermittent or continuous therapy should be based upon physician judgment and
individual patient needs.

Antibodies to LIFMIOR
Antibodies to etanercept have been detected in the sera of some subjects treated with etanercept.

These antibodies have all been non-neutralising and are generally transient. There appears to be no
correlation between antibody development and clinical response or adverse events.
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In subjects treated with approved doses of etanercept in clinical trials for up to 12 months, cumulative
rates of anti-etanercept antibodies were approximately 6% of subjects with rheumatoid arthritis, 7.5%
of subjects with psoriatic arthritis, 2% of subjects with ankylosing spondylitis, 7% of subjects with
psoriasis, 9.7% of subjects with paediatric psoriasis, and 4.8% of subjects with juvenile idiopathic
arthritis.

The proportion of subjects who developed antibodies to etanercept in longer-term trials (of up to

3.5 years) increases over time, as expected. However, due to their transient nature, the incidence of é
antibodies detected at each assessment point was typically less than 7% in rheumatoid arthritis

subjects and psoriasis subjects. @

9
In a long-term psoriasis study in which patients received 50 mg twice weekly for 96 weeks, the \
incidence of antibodies observed at each assessment point was up to approximately 9%. O

Paediatric population \Q

Paediatric patients with juvenile idiopathic arthritis

The safety and efficacy of LIFMIOR were assessed in a two-part study in 69 chi

polyarticular-course juvenile idiopathic arthritis who had a variety of juvenile i ic arthritis onset
types (polyarthritis, pauciarthritis, systemic onset). Patients aged 4 to 17 ye@vit moderately to
severely active polyarticular-course juvenile idiopathic arthritis refracto intolerant of,
methotrexate were enrolled; patients remained on a stable dose of a sj nsteroidal
anti-inflammatory drug and/or prednisone (< 0.2 mg/kg/day or 10 imum). In part 1, all patients
received 0.4 mg/kg (maximum 25 mg per dose) LIFMIOR sub % twice weekly. In part 2,
patients with a clinical response at day 90 were randomised Jg ain on LIFMIOR or receive placebo
for four months and assessed for disease flare. Respons kre Jheasured using the ACR Pedi 30 ),
defined as = 30% improvement in at least three of six and XJ0% worsening in no more than one of six
JRA core set criteria, including active joint count, li ion of motion, physician and patient/parent
global assessments, functional assessment, and te sedimentation rate (ESR). Disease flare
was defined as a > 30% worsening in three of s core set criteria and = 30% improvement in not
more than one of the six JRA core set critc9§ and ® minimum of two active joints.

oy, ©

part 2, 6 of 25 (24%) patients refhgiNagdn LIFMIOR experienced a disease flare compared to 20 of
26 (77%) patients receiving pla =0.007). From the start of part 2, the median time to flare was
> 116 days for patients who LIFMIOR and 28 days for patients who received placebo. Of
patients who demonstratgg cal response at 90 days and entered part 2 of the study, some of the
patients remaining on QOR continued to improve from month 3 through month 7, while those
who received placebd&id ot improve.

In part 1 of the study, 51 of 69 (74%)6@ demonstrated a clinical response and entered part 2. In

In an open-la \ty extension study, 58 paediatric patients from the above study (from the age of
4 years at gage @fFnrollment) continued to receive LIFMIOR for up to 10 years. Rates of serious
adverse e@nd serious infections did not increase with long-term exposure.

erph safety of LIFMIOR monotherapy (n=103), LIFMIOR plus methotrexate (n=294), or
rexate monotherapy (n=197) were assessed for up to 3 years in a registry of 594 children aged 2
years with juvenile idiopathic arthritis, 39 of whom were 2 to 3 years of age. Overall, infections

versus 2%), and the infections associated with etanercept use were of a more severe nature.

; @Nere more commonly reported in patients treated with etanercept compared to methotrexate alone (3.8

In another open-label single-arm study, 60 patients with extended oligoarthritis (15 patients aged 2 to
4, 23 patients aged 5 to 11 and 22 patients aged 12 to 17 years old), 38 patients with enthesitis-related
arthritis (12 to 17 years old), and 29 patients with psoriatic arthritis (12 to 17 years old) were treated
with LIFMIOR at a dose of 0.8 mg/kg (up to a maximum of 50 mg per dose) administered weekly for
12 weeks. In each of the JIA subtypes, the majority of patients met ACR Pedi 30 criteria and
demonstrated clinical improvement in secondary endpoints such as number of tender joints and
physician global assessment. The safety profile was consistent with that observed in other JIA studies.
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Studies have not been done in patients with juvenile idiopathic arthritis to assess the effects of
continued LIFMIOR therapy in patients who do not respond within 3 months of initiating LIFMIOR
therapy. Additionally, studies have not been conducted to assess the effects of discontinuing or
reducing the recommended dose of LIFMIOR following its long-term use in patients with JIA.

Paediatric patients with plaque psoriasis
The efficacy of LIFMIOR was assessed in a randomised, double-blind, placebo-controlled study in

211 paediatric patients aged 4 to 17 years with moderate to severe plaque psoriasis (as defined by an
sPGA score > 3, involving > 10% of the BSA, and PASI > 12). Eligible patients had a history of @
receiving phototherapy or systemic therapy, or were inadequately controlled on topical therapy. ¢ \6

week 12, more patients randomised to LIFMIOR had positive efficacy responses (e.g., P, n
those randomised to placebo.

Patients received LIFMIOR 0.8 mg/kg (up to 50 mg) or placebo once weekly for 12 wew

LIFMIOR

Paediatric Plaque Psoriasis Outcomes at 12 Weeks ®0
v

0.8 mg/kg Once

Weekly é Placebo

(N =106) (N =105)
PASI 75, n (%) 60 (57%)° q 12 (11%)
PASI 50, n (%) 79 (75@ 24 (23%)
sPGA “clear” or “minimal”, n (%) @) 14 (13%)
Abbreviation: sSPGA-static Physician Global Assessme
a. p<0.0001 compared with placebo O

After the 12-week double-blind treatment perio@atients received LIFMIOR 0.8 mg/kg (up to
50 mg) once weekly for additional 24 wee§g Responses observed during the open-label period were
similar to those observed in the double- iod.

During a randomised withdrawa @igniﬁcantly more patients re-randomised to placebo
experienced disease relapse (los q' 175 response) compared with patients re-randomised to
LIFMIOR. With continued t esponses were maintained up to 48 weeks.

ectiveness of LIFMIOR 0.8 mg/kg (up to 50 mg) once weekly was
assessed in an open-I xtension study of 181 paediatric subjects with plaque psoriasis for up to
2 years beyond % ek study discussed above. Long-term experience with LIFMIOR was
generally cow@ to the original 48-week study and did not reveal any new safety findings.

5.2 Ph\@o inetic properties

&@t serum values were determined by an Enzyme-Linked Immunosorbent Assay (ELISA)

The long-term safety

, which may detect ELISA-reactive degradation products, as well as the parent compound.

tanercept is slowly absorbed from the site of subcutaneous injection, reaching maximum
concentration approximately 48 hours after a single dose. The absolute bioavailability is 76%. With
twice-weekly doses, it is anticipated that steady-state concentrations are approximately twice as high
as those observed after single doses. After a single subcutaneous dose of 25 mg LIFMIOR, the average
maximum serum concentration observed in healthy volunteers was 1.65 £ 0.66 pg/ml, and the area
under the curve was 235 £ 96.6 pugehr/ml.

Mean serum concentration profiles at steady state in treated RA patients were Cyax 0f 2.4 mg/1 vs.
2.6 mg/l, Cpy, of 1.2 mg/l vs. 1.4 mg/l, and partial AUC of 297 mgh/1 vs. 316 mgh/I for 50 mg
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LIFMIOR once weekly (n=21) vs. 25 mg LIFMIOR twice weekly (n=16), respectively. In an
open-label, single-dose, two-treatment, crossover study in healthy volunteers, etanercept administered
as a single 50 mg/ml injection was found to be bioequivalent to two simultaneous injections of

25 mg/ml.

In a population pharmacokinetics analysis in ankylosing spondylitis patients, the etanercept steady
state AUCs were 466 pgehr/ml and 474 pgehr/ml for 50 mg LIFMIOR once weekly (N= 154) and
25 mg twice weekly (N = 148), respectively.

Distribution
A biexponential curve is required to describe the concentration time curve of etanercept. The centre] 6
volume of distribution of etanercept is 7.6 1, while the volume of distribution at steady-state is 10.{\
Elimination O
Etanercept is cleared slowly from the body. The half-life is long, approximately 70 ho %nce is
approximately 0.066 1/hr in patients with rheumatoid arthritis, somewhat lower than t TN of

0.11 V/hr observed in healthy volunteers. Additionally, the pharmacokinetics of LIFRI
rheumatoid arthritis patients, ankylosing spondylitis and plaque psoriasis patient@'

There is no apparent pharmacokinetic difference between males and femal

Dose proportionality has not been formally evaluated, but there is nl arent saturation of clearance

Linearity @
b ap
across the dosing range. Qg

Special populations

Renal impairment
Although there is elimination of radioactivity in r administration of radiolabelled etanercept
to patients and volunteers, increased etanerceptqgnc®ntrations were not observed in patients with
acute renal failure. The presence of renal i%m t should not require a change in dosage.

Hepatic impairment
Increased etanercept concentrati @not observed in patients with acute hepatic failure. The

presence of hepatic impairment ot require a change in dosage.

Elderly O

The impact of advanceg was studied in the population pharmacokinetic analysis of etanercept
serum concentration rance and volume estimates in patients aged 65 to 87 years were similar to

estimates in patwe an 65 years of age.

Paediatric n

4'years of age) had reduced clearance (increased clearance when normalised by weight) compared
with older children (12 years of age) and adults. Simulation of dosing suggests that while older
children (10-17 years of age) will have serum levels close to those seen in adults, younger children
will have appreciably lower levels.

Paediatric patients with plaque psoriasis

Patients with paediatric plaque psoriasis (aged 4 to 17 years) were administered 0.8 mg/kg (up to a
maximum dose of 50 mg per week) of etanercept once weekly for up to 48 weeks. The mean serum
steady-state trough concentrations ranged from 1.6 to 2.1 mcg/ml at weeks 12, 24, and 48. These mean
concentrations in patients with paediatric plaque psoriasis were similar to the concentrations observed
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in patients with juvenile idiopathic arthritis (treated with 0.4 mg/kg etanercept twice weekly, up to
maximum dose of 50 mg per week). These mean concentrations were similar to those seen in adult
patients with plaque psoriasis treated with 25 mg etanercept twice-weekly.

5.3 Preclinical safety data
LIFMIOR was considered to be non-genotoxic from a battery of in vitro and in vivo studies.

Carcinogenicity studies, and standard assessments of fertility and postnatal toxicity, were not
performed with LIFMIOR due to the development of neutralising antibodies in rodents.

In the toxicological studies with LIFMIOR, no dose-limiting or target organ toxicity was evident. E

*
LIFMIOR did not induce lethality or notable signs of toxicity in mice or rats following a single 6
subcutaneous dose of 2000 mg/kg or a single intravenous dose of 1000 mg/kg. LIFMIOR did gt
dose-limiting or target organ toxicity in cynomolgus monkeys following twice weekly subcutdgeoys
administration for 4 or 26 consecutive weeks at a dose (15 mg/kg) that resulted in AUC-BgfeNerum
drug concentrations that were over 27-fold higher than that obtained in humans at t@ ended

dose of 25 mg.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients : @

Powder

Mannitol (E421) Q
Sucrose O
Trometamol \

Solvent
Water for injections Q
6.2 Incompatibilities 0\

In the absence of compatibility ?d@s medicinal product must not be mixed with other medicinal

products.

6.3  Shelf life @

4 years.
Chemical and 1 in-use stability has been demonstrated for 6 hours at temperatures of up to
25°C after ggc tion. From a microbiological point of view, the reconstituted medicinal product

shouldsbelise@ymmediately. If not used immediately, storage times and conditions prior to use are the

respo W of the user and would normally not be longer than 6 hours at temperatures of up to
°C@ss reconstitution has taken place in controlled and validated aseptic conditions.

@ Special precautions for storage

®Store in a refrigerator (2°C - 8°C). Do not freeze.
LIFMIOR may be stored at temperatures up to a maximum of 25°C for a single period of up to four
weeks; after which, it should not be refrigerated again. LIFMIOR should be discarded if not used

within four weeks of removal from refrigeration.

For storage conditions of the reconstituted medicinal product, see section 6.3.

28



6.5 Nature and contents of container

Clear glass vial (4 ml, type I glass) with rubber stoppers, aluminium seals, and flip-off plastic caps.
LIFMIOR is supplied with pre-filled syringes containing water for injection. The syringes are type [
glass. Cartons contain 4, 8 or 24 vials of LIFMIOR with 4, 8 or 24 pre-filled solvent syringes, 4, 8 or
24 needles, 4, 8 or 24 vial adaptors and 8, 16 or 48 alcohol swabs. Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling é

Instructions for use and handling
LIFMIOR is reconstituted with 1 ml water for injections before use, and administered by subcutanooug
injection. LIFMIOR contains no antibacterial preservative, and therefore solutions prepared with g
for injections should be administered as soon as possible and within 6 hours following reconstijm
The solution should be clear and colourless to pale yellow or pale brown, with no lumps, flake @

particles. Some white foam may remain in the vial — this is normal. LIFMIOR should o@ if all
the powder in the vial is not dissolved within 10 minutes. If this is the case, start agai N other
vial.

Comprehensive instructions for the preparation and administration of the reconsti LIFMIOR vial
are given in the package leaflet, section 7, “INSTRUCTIONS FOR PREP TION AND GIVING
AN INJECTION OF LIFMIOR”.

Any unused product or waste material should be disposed of in accd @ e with local requirements.

7. MARKETING AUTHORISATION HOLDER\OQ

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles Q

Belgium \

8. MARKETING AUTHO sv@N NUMBER(S)
EU/1/16/1165/002 6‘

EU/1/16/1165/003 O

EU/1/16/1165/004 :&

9. DATE ST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of figgt orisation: 13 February 2017
Date newal: {DD month YYYY}

O
ATE OF REVISION OF THE TEXT
;@Detailed information on this medicinal product is available on the website of the European Medicines

Agency http://www.ema.europa.eu.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

LIFMIOR 25 mg solution for injection in pre-filled syringe. é
LIFMIOR 50 mg solution for injection in pre-filled syringe. @

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION K
25 mg solution for injection in pre-filled syringe O
Each pre-filled syringe contains 25 mg of etanercept. ®

50 mg solution for injection in pre-filled syringe 0
Each pre-filled syringe contains 50 mg of etanercept. @

Etanercept is a human tumour necrosis factor receptor p75 Fc fusion proteisproduced by recombinant
DNA technology in a Chinese hamster ovary (CHO) mammalian expre% stem. Etanercept is a
dimer of a chimeric protein genetically engineered by fusing the extp#ye ligand binding domain
of human tumour necrosis factor receptor-2 (TNFR2/p75) to the F c of human IgG1. This Fc
component contains the hinge, CH, and CHj; regions, but not t rggfon of IgG1. Etanercept
contains 934 amino acids and has an apparent molecular weg approximately 150 kilodaltons. The
specific activity of etanercept is 1.7 x 10° units/mg. 96

For the full list of excipients, see section 6.1. O

3.  PHARMACEUTICAL FORM Q

Solution for injection. 00
The solution is clear, and colou pale yellow or pale brown.

4. CLINICALP ULARS

4.1 Therapewd tions

mbination with methotrexate is indicated for the treatment of moderate to severe active
rheu thritis in adults when the response to disease-modifying antirheumatic drugs, including
refate (unless contraindicated), has been inadequate.

IOR can be given as monotherapy in case of intolerance to methotrexate or when continued
@reatment with methotrexate is inappropriate.

LIFMIOR is also indicated in the treatment of severe, active and progressive rheumatoid arthritis in
adults not previously treated with methotrexate.

LIFMIOR, 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.
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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. e

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. @
9

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

Psoriatic arthritis O

Treatment of active and progressive psoriatic arthritis in adults when the response to p e@
disease-modifying antirheumatic drug therapy has been inadequate. LIFMIOR has be own to
improve physical function in patients with psoriatic arthritis, and to reduce the rate ¢ p ssion of
peripheral joint damage as measured by X-ray in patients with polyarticular syw% subtypes of
the disease.

Axial spondyloarthritis &

Ankylosing spondylitis (AS)

Treatment of adults with severe active ankylosing spondylitis vfffo %d an inadequate response to
conventional therapy. O

Non-radiographic axial spondyloarthritis
Treatment of adults with severe non-radiographic a ondyloarthritis with objective signs of
inflammation as indicated by elevated C-reactif@e (CRP) and/or magnetic resonance imaging

(MRI) evidence, who have had an inadequate r8&gome to nonsteroidal anti-inflammatory drugs
(NSAIDs).

Plaque psoriasis

Treatment of adults with moder: @re plaque psoriasis who failed to respond to, or who have a
contraindication to, or are intol o'other systemic therapy, including ciclosporin, methotrexate or
psoralen and ultraviolet-A li A) (see section 5.1).

Paediatric plaque psorj
Treatment of chroni e plaque psoriasis in children and adolescents from the age of 6 years who
are inadequatelyN\gntrod¥gd by, or are intolerant to, other systemic therapies or phototherapies.

4.2 Posglgd 1 method of administration
LIF tNatment should be initiated and supervised by specialist physicians experienced in the
si§and treatment of rheumatoid arthritis, juvenile idiopathic arthritis, psoriatic arthritis,
sing spondylitis, non-radiographic axial spondyloarthritis, plaque psoriasis or paediatric plaque
¥asis. Patients treated with LIFMIOR should be given the Patient Alert Card.

IFMIOR is available in strengths of 10, 25 and 50 mg.

Posology
Rheumatoid arthritis

25 mg LIFMIOR administered twice weekly is the recommended dose. Alternatively, 50 mg
administered once weekly has been shown to be safe and effective (see section 5.1).
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Psoriatic arthritis, ankylosing spondylitis and non-radiographic axial spondyloarthritis
The recommended dose is 25 mg LIFMIOR administered twice weekly, or 50 mg administered once
weekly.

For all of the above indications, available data suggest that a clinical response is usually achieved
within 12 weeks of treatment. Continued therapy should be carefully reconsidered in a patient not

responding within this time period. t

Plaque psoriasis @
The recommended dose of LIFMIOR is 25 mg administered twice weekly or 50 mg administered onc

weekly. Alternatively, 50 mg given twice weekly may be used for up to 12 weeks followed, if ¢

necessary, by a dose of 25 mg twice weekly or 50 mg once weekly. Treatment with LIFMIOR sh@
continue until remission is achieved, for up to 24 weeks. Continuous therapy beyond 24 weekm
appropriate for some adult patients (see section 5.1). Treatment should be discontinued i 1

show no response after 12 weeks. If re-treatment with LIFMIOR is indicated, the sam n®e on
treatment duration should be followed. The dose should be 25 mg twice weekly or 50

weekly.

Special populations @
Renal and hepatic impairment é
No dose adjustment is required. q

ho

Elderly Q
No dose adjustment is required. Posology and administrati ¢ same as for adults 18-64 years of
age. \
Paediatric population

The dosage of LIFMIOR is based on body wej aediatric patients. Patients weighing less than
62.5 kg should be accurately dosed on a gng/kqNpasis using the powder and solvent for solution for
injection presentations or the powder for &}on for injection presentations (see below for dosing for
specific indications). Patients weighing@ ¢ or more, may be dosed using a fixed-dose pre-filled
syringe or pre-filled pen.

Juvenile idiopathic arthritis

The recommended dose is O@ g (up to a maximum of 25 mg per dose), given twice weekly as a
subcutaneous injection v& terval of 3-4 days between doses or 0.8 mg/kg (up to a maximum of
50 mg per dose) give eekly. Discontinuation of treatment should be considered in patients

who show no reqQonscNg#®€r 4 months.
The 10 mg vi E‘Xth may be more appropriate for administration to children with JIA below the
weight‘of

No f@rmgMelinical trials have been conducted in children aged 2 to 3 years. However, limited safety
' a patient registry suggest that the safety profile in children from 2 to 3 years of age is similar
Q- seen in adults and children aged 4 years and older, when dosed every week with 0.8 mg/kg

@ utaneously (see section 5.1).

There is generally no applicable use of LIFMIOR in children aged below 2 years in the indication
juvenile idiopathic arthritis.

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.
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If re-treatment with LIFMIOR is indicated, the above guidance on treatment duration should be
followed. The dose should be 0.8 mg/kg (up to a maximum of 50 mg per dose) once weekly.

There is generally no applicable use of LIFMIOR in children aged below 6 years in the indication
plaque psoriasis.

Method of administration
LIFMIOR is administered by subcutaneous injection (see section 6.6).

Comprehensive instructions for administration are given in the package leaflet, section 7, "Instructions @
for preparation and giving an injection of LIFMIOR”. 6

0\
4.3 Contraindications &
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1 \Q

Sepsis or risk of sepsis. 0

Treatment with LIFMIOR should not be initiated in patients with active infectio luding chronic
or localised infections.

4.4 Special warnings and precautions for use @

In order to improve the traceability of biological medicinal pro ademark and the batch
number of the administered product should be clearly recor stated) in the patient file.
Infections

Patients should be evaluated for infections before, , and after treatment with LIFMIOR, taking
into consideration that the mean elimination half tanercept is approximately 70 hours (range 7
to 300 hours).

rtunistic infections, including invasive fungal

een reported with the use of LIFMIOR (see section 4.8).
obacteria, fungi, viruses and parasites (including protozoa).
r opportunistic infections have not been recognised, resulting
# sometimes death. In evaluating patients for infections, the

nistic infections (e.g., exposure to endemic mycoses) should be

Serious infections, sepsis, tuberculosis,
infections, listeriosis and legionellosi
These infections were due to bactg
In some cases, particular fungal
in delay of appropriate treatipegl
patient’s risk for relevant gy

considered.
Patients who de OPQW infection while undergoing treatment with LIFMIOR should be monitored
closely. Admig wn of LIFMIOR should be discontinued if a patient develops a serious infection.
The safety acy of LIFMIOR in patients with chronic infections have not been evaluated.
Physiasamgsh exercise caution when considering the use of LIFMIOR in patients with a history of
recurjg hronic infections or with underlying conditions that may predispose patients to

i %, such as advanced or poorly controlled diabetes.

rculosis
ases of active tuberculosis, including miliary tuberculosis and tuberculosis with extra-pulmonary
ocation, have been reported in patients treated with LIFMIOR.

Before starting treatment with LIFMIOR, all patients must be evaluated for both active and inactive
(‘latent’) tuberculosis. This evaluation should include a detailed medical history with personal history
of tuberculosis or possible previous contact with tuberculosis and previous and/or current
immunosuppressive therapy. Appropriate screening tests, i.e., tuberculin skin test and chest X-ray,
should be performed in all patients (local recommendations may apply). It is recommended that the
conduct of these tests should be recorded in the patient’s alert card. Prescribers are reminded of the

33



risk of false negative tuberculin skin test results, especially in patients who are severely ill or
immunocompromised.

If active tuberculosis is diagnosed, LIFMIOR therapy must not be initiated. If inactive (‘latent”)

tuberculosis is diagnosed, treatment for latent tuberculosis must be started with anti-tuberculosis

therapy before the initiation of LIFMIOR, and in accordance with local recommendations. In this

situation, the benefit/risk balance of LIFMIOR therapy should be very carefully considered. E

All patients should be informed to seek medical advice if signs/symptoms suggestive of tuberculosis
(e.g., persistent cough, wasting/weight loss, low-grade fever) appear during or after LIFMIOR @

treatment. * \6

Hepatitis B reactivation
Reactivation of hepatitis B in patients who were previously infected with the hepatitis B vi s)
%c udes
v

and had received concomitant TNF-antagonists, including LIFMIOR, has been reporteg.
reports of reactivation of hepatitis B in patients who were anti-HBc positive but HBs
Patients should be tested for HBV infection before initiating treatment with LIFMI atients
who test positive for HBV infection, consultation with a physician with expertis eatment of
hepatitis B is recommended. Caution should be exercised when administering L R in patients
previously infected with HBV. These patients should be monitored for sig@d symptoms of active
HBYV infection throughout therapy and for several weeks following ter of therapy. Adequate
data from treating patients infected with HBV with anti-viral therapy i nction with

ive.

TNF-antagonist therapy are not available. In patients who develop B W\nfection, LIFMIOR should
be stopped and effective anti-viral therapy with appropriate supq ghtment should be initiated.

Worsening of hepatitis C Q
There have been reports of worsening of hepatitis C in pat receiving LIFMIOR. LIFMIOR should
be used with caution in patients with a history of he@s C.

Concurrent treatment with anakinra Q
Concurrent administration of LIFMIOR a%}l‘q a has been associated with an increased risk of
serious infections and neutropenia comp, IFMIOR alone. This combination has not
demonstrated increased clinical benefa , the combined use of LIFMIOR and anakinra is not
recommended (see sections 4.5 # dé

Concurrent treatment with ajpesq s

In clinical studies, concurge E’ inistration of abatacept and LIFMIOR resulted in increased
incidences of serious e events. This combination has not demonstrated increased clinical
benefit; such use is n& re§ommended (see section 4.5).

Allergic reacti

The needle the pre-filled syringe contains latex (dry natural rubber) that may cause

hyper&n@ reactions when handled by, or when LIFMIOR is administered to, persons with
sible latex sensitivity.

know,
*
- &eactions associated with LIFMIOR administration have been reported commonly. Allergic
Pions have included angioedema and urticaria; serious reactions have occurred. If any serious
ergic or anaphylactic reaction occurs, LIFMIOR therapy should be discontinued immediately and
appropriate therapy initiated.

Immunosuppression

The possibility exists for TNF-antagonists, including LIFMIOR, to affect host defences against
infections and malignancies since TNF mediates inflammation and modulates cellular immune
responses. In a study of 49 adult patients with rheumatoid arthritis treated with LIFMIOR, there was
no evidence of depression of delayed-type hypersensitivity, depression of immunoglobulin levels, or
change in enumeration of effector cell populations.
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Two juvenile idiopathic arthritis patients developed varicella infection and signs and symptoms of
aseptic meningitis, which resolved without sequelae. Patients with a significant exposure to varicella
virus should temporarily discontinue LIFMIOR therapy and be considered for prophylactic treatment
with Varicella Zoster Immune Globulin.

The safety and efficacy of LIFMIOR in patients with immunosuppression have not been evaluated.

Malignancies and lymphoproliferative disorders

Solid and haematopoietic malignancies (excluding skin cancers)
Reports of various malignancies (including breast and lung carcinoma and lymphoma) have been & 6
received in the postmarketing period (see section 4.8).

In the controlled portions of clinical trials of TNF-antagonists, more cases of lymphoma have @
observed among patients receiving a TNF-antagonist compared with control patients. e
occurrence was rare, and the follow-up period of placebo patients was shorter than for,

in patients treated with TNF-antagonists. There is an increased background risk oma and
leukaemia in theumatoid arthritis patients with long-standing, highly active, infl ory disease,
which complicates risk estimation.

Caution should be exercised when considering TNF-antagonist i3
malignancy or when considering continuing treatment in patjagNvho develop a malignancy.

Malignancies, some fatal, have been reported among chNdolescentS and young adults (up to
22 years of age) treated with TNF-antagonists (initi of therapy < 18 years of age), including
LIFMIOR, in the postmarketing setting. Approxj malf the cases were lymphomas. The other
cases represented a variety of different maligna@nd included rare malignancies typically
associated with immunosuppression. A rismh development of malignancies in children and
adolescents treated with TNF-antagonis@ be excluded.

Skin cancers Q

Melanoma and non-melanoma sffima®er (NMSC) have been reported in patients treated with
TNF-antagonists, including WR . Postmarketing cases of Merkel cell carcinoma have been
reported very infrequentlygi @i bnts treated with LIFMIOR. Periodic skin examination is
recommended for all p '%, particularly those with risk factors for skin cancer.

Combining the Wults g€ontrolled clinical trials, more cases of NMSC were observed in patients
receiving LIF% ompared with control patients, particularly in patients with psoriasis.

should not be given concurrently with LIFMIOR. No data are available on the

s®coRdary transmission of infection by live vaccines in patients receiving LIFMIOR. In a

ind, placebo-controlled, randomised clinical study in adult patients with psoriatic arthritis,

@ patients also received a multivalent pneumococcal polysaccharide vaccine at week 4. In this study,
0st psoriatic arthritis patients receiving LIFMIOR were able to mount effective B-cell immune

response to pneumococcal polysaccharide vaccine, but titres in aggregate were moderately lower, and

few patients had two-fold rises in titres compared to patients not receiving LIFMIOR. The clinical

significance of this is unknown.

Autoantibody formation
Treatment with LIFMIOR may result in the formation of autoimmune antibodies (see section 4.8).
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Haematologic reactions

Rare cases of pancytopenia and very rare cases of aplastic anaemia, some with fatal outcome, have

been reported in patients treated with LIFMIOR. Caution should be exercised in patients being treated

with LIFMIOR who have a previous history of blood dyscrasias. All patients and parents/caregivers

should be advised that if the patient develops signs and symptoms suggestive of blood dyscrasias or

infections (e.g., persistent fever, sore throat, bruising, bleeding, paleness) whilst on LIFMIOR, they

should seek immediate medical advice. Such patients should be investigated urgently, including full e

blood count; if blood dyscrasias are confirmed, LIFMIOR should be discontinued.

Neurological disorders @

There have been rare reports of CNS demyelinating disorders in patients treated with LIFMIOR (se®¢ 6
section 4.8). Additionally, there have been rare reports of peripheral demyelinating polyneuropathy \
(including Guillain-Barré syndrome, chronic inflammatory demyelinating polyneuropathy,

demyelinating polyneuropathy, and multifocal motor neuropathy). Although no clinical tria %

been performed evaluating LIFMIOR therapy in patients with multiple sclerosis, clini a other
TNF antagonists in patients with multiple sclerosis have shown increases in disease acify W\ careful
risk/benefit evaluation, including a neurologic assessment, is recommended when pﬁ g

se who are

LIFMIOR to patients with pre-existing or recent onset of demyelinating disease
considered to have an increased risk of developing demyelinating disease.

Combination therapy
In a controlled clinical trial of two years duration in rheumatoid arthi. 1 nts, the combination of
U

LIFMIOR and methotrexate did not result in unexpected safety find @ and the safety profile of
LIFMIOR when given in combination with methotrexate was s{ e profiles reported in studies
of LIFMIOR and methotrexate alone. Long-term studies to he safety of the combination are
ongoing. The long-term safety of LIFMIOR in combina other disease-modifying
antirheumatic drugs (DMARD) has not been establishec&

The use of LIFMIOR in combination with other Q therapies or phototherapy for the treatment
of psoriasis has not been studied. 6

Renal and hepatic impairment
Based on pharmacokinetic data (see s .2), no dose adjustment is needed in patients with renal
Q’en}

or hepatic impairment; clinical in such patients is limited.

Congestive heart failure (Cays ure congestive)

Physicians should use caygdg wllen using LIFMIOR in patients who have congestive heart failure

(CHF). There have becap8tmarketing reports of worsening of CHF, with and without identifiable

precipitating factors, @ ients taking LIFMIOR. There have also been rare (< 0.1%) reports of new

onset CHF, incl% N in patients without known pre-existing cardiovascular disease. Some of
en under 50 years of age. Two large clinical trials evaluating the use of

these patients
LIFMIOVRQ atment of CHF were terminated early due to lack of efficacy. Although not
d 0

conclusi m one of these trials suggest a possible tendency toward worsening CHF in those

patie@ ned to LIFMIOR treatment.
.

olic hepatitis
hase II randomised placebo-controlled study of 48 hospitalised patients treated with LIFMIOR or
acebo for moderate to severe alcoholic hepatitis, LIFMIOR was not efficacious, and the mortality

LIFMIOR should not be used in patients for the treatment of alcoholic hepatitis. Physicians should use

&Qr)ate in patients treated with LIFMIOR was significantly higher after 6 months. Consequently,

caution when using LIFMIOR in patients who also have moderate to severe alcoholic hepatitis.

Wegener's granulomatosis

A placebo-controlled trial, in which 89 adult patients were treated with LIFMIOR in addition to
standard therapy (including cyclophosphamide or methotrexate, and glucocorticoids) for a median
duration of 25 months, has not shown LIFMIOR to be an effective treatment for Wegener’s
granulomatosis. The incidence of non-cutaneous malignancies of various types was significantly
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higher in patients treated with LIFMIOR than in the control group. LIFMIOR is not recommended for
the treatment of Wegener’s granulomatosis.

Hypoglycaemia in patients treated for diabetes
There have been reports of hypoglycaemia following initiation of LIFMIOR in patients receiving
medication for diabetes, necessitating a reduction in anti-diabetic medication in some of these patients.

Special populations é

Elderly

In the Phase 3 studies in rheumatoid arthritis, psoriatic arthritis, and ankylosing spondylitis, no ovesal
differences in adverse events, serious adverse events, and serious infections in patients age 65 or &
who received LIFMIOR were observed compared with younger patients. However, caution sh K
exercised when treating the elderly and particular attention paid with respect to occurrence Qf 6
infections. y >

Paediatric population 0\

Vaccinations ‘2 r

It is recommended that paediatric patients, if possible, be brought up to datgfvith all immunisations in
agreement with current immunisation guidelines prior to initiating LIF erapy (see
Vaccinations, above).

Inflammatory bowel disease (IBD) and uveitis in patients with ] idlopathic arthritis (JIA)
There have been reports of IBD and uveitis in JIA patients bgi eated with LIFMIOR (see section
4.8).

4.5 Interaction with other medicinal products ®ther forms of interaction

Concurrent treatment with anakinra Q
Adult patients treated with LIFMIOR and §gakinr®were observed to have a higher rate of serious
infection when compared with patients t@ ith either LIFMIOR or anakinra alone (historical

data). Q
In addition, in a double-blind, p@ ontrolled trial in adult patients receiving background

methotrexate, patients treate MIOR and anakinra were observed to have a higher rate of
serious infections (7%) ang @Qpenia than patients treated with LIFMIOR (see sections 4.4 and
4.8). The combination JIMIIOR and anakinra has not demonstrated increased clinical benefit, and is
therefore not recomnygd}.

Concurrent tr Xwith abatacept
In clinic?& oncurrent administration of abatacept and LIFMIOR resulted in increased

incidencefot Wgrious adverse events. This combination has not demonstrated increased clinical
bene@ use is not recommended (see section 4.4).
<
ent treatment with sulfasalazine
inical study of adult patients who were receiving established doses of sulfasalazine, to which
MIOR was added, patients in the combination group experienced a statistically significant

decrease in mean white blood cell counts in comparison to groups treated with LIFMIOR or
sulfasalazine alone. The clinical significance of this interaction is unknown. Physicians should use
caution when considering combination therapy with sulfasalazine.

Non-interactions

In clinical trials, no interactions have been observed when LIFMIOR was administered with
glucocorticoids, salicylates (except sulfasalazine), nonsteroidal anti-inflammatory drugs (NSAIDs),
analgesics, or methotrexate. See section 4.4 for vaccination advice.
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No clinically significant pharmacokinetic drug-drug interactions were observed in studies with
methotrexate, digoxin or warfarin.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential
Women of childbearing potential should consider the use of appropriate contraception to avoid
becoming pregnant during LIFMIOR therapy and for three weeks after discontinuation of therapy. é

Pregnancy
Developmental toxicity studies performed in rats and rabbits have revealed no evidence of harm tooth%
foetus or neonatal rat due to etanercept. The effects of etanercept on pregnancy outcomes have be
investigated in two observational cohort studies. A higher rate of major birth defects was obse

one observational study comparing pregnancies exposed to etanercept (n=370) during the first

trimester with pregnancies not exposed to etanercept or other TNF-antagonists (n—164$ odds

ratio 2.4, 95% CI: 1.0-5.5). The types of major birth defects were consistent with thos

commonly reported in the general population and no particular pattern of abnormalige identified.
No change in the rate of spontaneous abortion, stillbirth, or minor malformation erved. In
another observational multi-country registry study comparing the risk of advers@nancy outcomes
in women exposed to etanercept during the first 90 days of pregnancy (n=4F0) to those exposed to
non-biologic drugs (n=3497), there was no observed increased risk of mg &h defects (crude odds
ratio [OR]=1.22, 95% CI: 0.79-1.90; adjusted OR = 0.96, 95% CI: 0. f@ after adjusting for
country, maternal disease, parity, maternal age and smoking in earl ancy). This study also
showed no increased risks of minor birth defects, preterm birth r infections in the first year
of life for infants born to women exposed to etanercept duri nancy. LIFMIOR should only be
used during pregnancy if clearly needed. 6

Etanercept crosses the placenta and has been detect the serum of infants born to female patients
treated with LIFMIOR during pregnancy. The clj 'mpact of this is unknown, however, infants
may be at increased risk of infection. Administ@]f live vaccines to infants for 16 weeks after the
mother’s last dose of LIFMIOR is generalwr ommended.

Breast-feeding

Etanercept has been reported to &g %d in human milk following subcutaneous administration. In
lactating rats following subcutag “ inistration, etanercept was excreted in the milk and detected
in the serum of pups. BecaugpmgNghoglobulins, in common with many medicinal products, can be
excreted in human milk, %l n must be made whether to discontinue breast-feeding or to
discontinue LIFMIOR y, taking into account the benefit of breast-feeding for the child and the
benefit of therapy fo oman.

and gapenql rdyoductive performance are not available.

Fertility
Preclinical fﬁ@.\t peri- and postnatal toxicity of etanercept and of effects of etanercept on fertility

4¢7 @e ts on ability to drive and use machines

@Gudies on the effects on the ability to drive and use machines have been performed.

@4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions are injection site reactions (such as pain, swelling,
itching, reddening and bleeding at the puncture site), infections (such as upper respiratory infections,
bronchitis, bladder infections and skin infections), allergic reactions, development of autoantibodies,
itching, and fever.
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Serious adverse reactions have also been reported for LIFMIOR. TNF-antagonists, such as LIFMIOR,
affect the immune system and their use may affect the body’s defenses against infection and cancer.
Serious infections affect fewer than 1 in 100 patients treated with LIFMIOR. Reports have included
fatal and life-threatening infections and sepsis. Various malignancies have also been reported with use
of LIFMIOR, including cancers of the breast, lung, skin and lymph glands (lymphoma).

Serious haematological, neurological and autoimmune reactions have also been reported. These

include rare reports of pancytopenia and very rare reports of aplastic anaemia. Central and peripheral
demyelinating events have been seen rarely and very rarely, respectively, with LIFMIOR use. There
have been rare reports of lupus, lupus-related conditions, and vasculitis.

Tabulated list of adverse reactions

The following list of adverse reactions is based on experience from clinical trials in adults an

postmarketing experience.

Within the organ system classes, adverse reactions are listed under headings of freque
patients expected to experience the reaction), using the following categories: very cgm

x}tﬂ/m),

w2
0&

ber of

common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 tq, ); 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 t <1/10,000 | Known
>1/10 <1/10 <1/1,000 (Cannot be
Estimated
from Available
Data)
Infections and Infection Serious infections ulosis, Hepatitis B
infestations (including (including %f ftunistic reactivation,
upper pneumonia, ection (including listeria
respiratory cellulitis, arth invasive fungal,
tract bacterial, ) protozoal, bacterial,
infection, parasiticgfecyn)* | atypical
bronchitis, mycobacterial, viral
cystitis, \ infections, and
skin Legionella)*
infection)*
Neoplasms n-melanoma skin | Malignant melanoma Merkel cell
benign, ancers* (see (see section 4.4), carcinoma (see
malignant and section 4.4) lymphoma, section 4.4)
unspecified leukaemia
(including cysts (
and polyps)
Blood and M Thrombocytopenia, | Pancytopenia* Aplastic Histiocytosis
lymphatic anaemia, anaemia™ haematophagic
system disorders \ leukopenia, (macrophage
neutropenia activation
syndrome)*
Immune sy$te Allergic Vasculitis Serious Worsening of
dlsorders reactions (see | (including anti- allergic/anaphylactic symptoms of
Skin and neutrophilic reactions (including dermatomyositis
\ subcutaneous | cytoplasmic antibody | angioedema,
tissue positive vasculitis) bronchospasm),
disorders), sarcoidosis
autoantibody
formation*
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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
>1/10 <1/10 <1/1,000 (Cannot be
Estimated
from Available
Data)
Nervous system CNS demyelinating

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, an
multifocal motor,

\
o)

Eye disorders

Uveitis, scleritis

Cardiac
disorders

Worsening of
cardiac failure
congestive (see
section 4.4)

\

New 1
fajluMygon®estive
ﬁ* n4.4)

Respiratory,
thoracic, and
mediastinal
disorders

\erstitial lung
disease (including

pneumonitis and
pulmonary fibrosis)*

Hepatobiliary
disorders

Autoimmune
hepatitis*

Skin and
subcutaneous
tissue disorders

Pruritus, rash

O

4
W onset or
orsening and

pustular, primarily
palms and soles),
urticaria,
psoriasiform rash

Stevens-Johnson
syndrome, cutaneous
vasculitis (including
hypersensitivity
vasculitis), erythema
multiforme, lichenoid
reactions

Toxic
epidermal
necrolysis

Musculoskeletal
and connective
tissue disorders

N\

A J

Cutaneous lupus
erythematosus,
subacute cutaneous
lupus erythematosus,
lupus-like syndrome

General o
disorders an
adm@ist@
si ca‘

ction
site
reactions
(including
bleeding,
bruising,
erythema,
itching,
pain,
swelling)*

Pyrexia

*see Description of selected adverse reactions, below.

Description of selected adverse reactions

Malignancies and lymphoproliferative disorders
One hundred and twenty-nine (129) new malignancies of various types were observed in 4,114
rheumatoid arthritis patients treated in clinical trials with LIFMIOR for up to approximately 6 years,
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including 231 patients treated with LIFMIOR in combination with methotrexate in the 2-year

active-controlled study. The observed rates and incidences in these clinical trials were similar to those

expected for the population studied. A total of 2 malignancies were reported in clinical studies of
approximately 2 years duration involving 240 LIFMIOR-treated psoriatic arthritis patients. In clinical

studies conducted for more than 2 years with 351 ankylosing spondylitis patients, 6 malignancies were

reported in LIFMIOR-treated patients. In a group of 2,711 plaque psoriasis patients treated with

LIFMIOR in double-blind and open-label studies of up to 2.5 years, 30 malignancies and 43 E

nonmelanoma skin cancers were reported.
In a group of 7,416 patients treated with LIFMIOR in rheumatoid arthritis, psoriatic arthritis, @
ankylosing spondylitis and psoriasis clinical trials, 18 lymphomas were reported. . \6

received in the postmarketing period (see section 4.4).

Injection site reactions X:
d RsIM

Compared to placebo, patients with rheumatic diseases treated with LIFMIOR ha antly
higher incidence of injection site reactions (36% vs. 9%). Injection site reaction occurred in
the first month. Mean duration was approximately 3 to 5 days. No treatment Wam for the
majority of injection site reactions in the LIFMIOR treatment groups, and %aj ority of patients who
were given treatment received topical preparations, such as corticostero@ ral antihistamines.

Reports of various malignancies (including breast and lung carcinoma and lymphoma) have alb

Additionally, some patients developed recall injection site reactions ised by a skin reaction at
the most recent site of injection, along with the simultaneous appea f injection site reactions at
previous injection sites. These reactions were generally transie ot recur with treatment.

In controlled trials in patients with plaque psoriasis, aply 13.6% of patients treated with

LIFMIOR developed injection site reactions compared witl\J-4% of placebo-treated patients during
the first 12 weeks of treatment. O

Serious infections Q

In placebo-controlled trials, no increase inY§ge inctence of serious infections (fatal, life-threatening, or
requiring hospitalisation or intravenous gfMbNgics) was observed. Serious infections occurred in 6.3%
of theumatoid arthritis patients treate IFMIOR for up to 48 months. These included abscess (at
various sites), bacteraemia, bronegi sitis, cellulitis, cholecystitis, diarrhoea, diverticulitis,
endocarditis (suspected), gastrogfitoy
osteomyelitis, otitis, peritonij

#monia, pyelonephritis, sepsis, septic arthritis, sinusitis, skin
infection, vasculitis, and wound infection. In the 2-year

treatment groupNHo
methotrexate associated with an increase in the rate of infections.

lacebo for plaque psoriasis in placebo-controlled trials of up to 24 weeks duration.

ctions experienced by LIFMIOR-treated patients included cellulitis, gastroenteritis,

1a, cholecystitis, osteomyelitis, gastritis, appendicitis, Streptococcal fasciitis, myositis, septic
, diverticulitis and abscess. In the double-blind and open-label psoriatic arthritis trials, 1 patient

@ orted a serious infection (pneumonia).

Serious and fatal infections have been reported during use of LIFMIOR; reported pathogens include
bacteria, mycobacteria (including tuberculosis), viruses and fungi. Some have occurred within a few
weeks after initiating treatment with LIFMIOR in patients who have underlying conditions (e.g.,
diabetes, congestive heart failure, history of active or chronic infections) in addition to their
rheumatoid arthritis (see section 4.4). LIFMIOR treatment may increase mortality in patients with
established sepsis.
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Opportunistic infections have been reported in association with LIFMIOR, 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 LIFMIOR. 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 é
of the fatalities amongst patients who developed opportunistic infections. The majority of the reports

with a fatal outcome were in patients with Prneumocystis pneumonia, unspecified systemic fungal @
infections, and aspergillosis (see section 4.4). . 6

Autoantibodies

Adult patients had serum samples tested for autoantibodies at multiple timepoints. Of the rh ud
arthritis patients evaluated for antinuclear antibodies (ANA), the percentage of patient: @e oped
new positive ANA (=1:40) was higher in patients treated with LIFMIOR (11%) than i, CWO-

treated patients (5%). The percentage of patients who developed new positive anti-qQu¥g-Stranded
DNA antibodies was also higher by radioimmunoassay (15% of patients treated MIOR
compared to 4% of placebo-treated patients) and by Crithidia luciliae assay (390 tients treated

with LIFMIOR compared to none of placebo-treated patients). The proportafn of patients treated with
LIFMIOR who developed anticardiolipin antibodies was similarly incre, mpared to
placebo-treated patients. The impact of long-term treatment with LIE %n the development of
autoimmune diseases is unknown.

There have been rare reports of patients, including rheumatqpe or positive patients, who have
developed other autoantibodies in conjunction with a lu @ byndrome or rashes that are
compatible with subacute cutaneous lupus or discoid lupusWy clinical presentation and biopsy.

O

Pancytopenia and aplastic anaemia
There have been postmarketing reports of panc@ia and aplastic anaemia, some of which had fatal
outcomes (see section 4.4).

Interstitial lung disease
In controlled clinical trials of et @cross all indications, the frequency (incidence proportion) of
interstitial lung disease in patie% ing etanercept without concomitant methotrexate was 0.06%
(frequency rare). In the cont nical trials that allowed concomitant treatment with etanercept
and methotrexate, the freg @incidence proportion) of interstitial lung disease was 0.47%
(frequency uncommo gre have been postmarketing reports of interstitial lung disease (including
pneumonitis and pul @ fibrosis), some of which had fatal outcomes.

Concurrent trglgN with anakinra
In studies gRe @ 11t patients received concurrent treatment with LIFMIOR plus anakinra, a higher
rate ofseNQusWafections compared to LIFMIOR alone was observed and 2% of patients (3/139)

deve \1 tropenia (absolute neutrophil count < 1000/mm*). While neutropenic, one patient
Eie\ ¢)l cellulitis that resolved after hospitalisation (see sections 4.4 and 4.5).

ted liver enzymes
011 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).

Autoimmune hepatitis
In controlled clinical trials of etanercept across all indications, the frequency (incidence proportion) of

autoimmune hepatitis in patients receiving etanercept without concomitant methotrexate was 0.02%
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(frequency rare). In the controlled clinical trials that allowed concomitant treatment with etanercept
and methotrexate, the frequency (incidence proportion) of autoimmune hepatitis was 0.24%
(frequency uncommon).

Paediatric population

Undesirable effects in paediatric patients with juvenile idiopathic arthritis
In general, the adverse events in paediatric patients with juvenile idiopathic arthritis were similar in
frequency and type to those seen in adult patients. Differences from adults and other special

considerations are discussed in the following paragraphs.
<

The types of infections seen in clinical trials in juvenile idiopathic arthritis patients aged 2 to 18 y{\

were generally mild to moderate and consistent with those commonly seen in outpatient paedigjm
populations. Severe adverse events reported included varicella with signs and symptoms of @
meningitis, which resolved without sequelae (see also section 4.4), appendicitis, gastro %
depression/personality disorder, cutaneous ulcer, oesophagitis/gastritis, group A strep

shock, type I diabetes mellitus, and soft tissue and post-operative wound infection.

septic

In one study in children with juvenile idiopathic arthritis aged 4 to 17 years, 43 @62%) children
experienced an infection while receiving LIFMIOR during 3 months of theﬁiy part 1, open-label),
and the frequency and severity of infections was similar in 58 patients ¢ ing 12 months of
open-label extension therapy. The types and proportion of adverse eyg %uvenile idiopathic
arthritis patients were similar to those seen in trials of LIFMIOR inatients with rheumatoid
arthritis, and the majority were mild. Several adverse events wey
69 juvenile idiopathic arthritis patients receiving 3 months g
rheumatoid arthritis patients. These included headache (%°
nausea (9%, 1.0 event per patient year), abdominal pain (19§

vomiting (13%, 0.74 events per patient year). O

pOTigl more commonly in
XIIOR compared to the 349 adult
atients, 1.7 events per patient year),
0.74 events per patient year), and

There were 4 reports of macrophage activation @me in juvenile idiopathic arthritis clinical trials.

There have been reports of inflammator xdisease and uveitis in JIA patients being treated with
LIFMIOR from post-marketing sourc ding a very small number of cases indicating a positive
rechallenge (see section 4.4). 6

Undesirable effects in paedigem . ents with plaque psoriasis
In a 48-week study in 211 @ n aged 4 to 17 years with paediatric plaque psoriasis, the adverse
events reported were s} Qto those seen in previous studies in adults with plaque psoriasis.

Reporting of sushgcted Wverse reactions
dverse reactions after authorisation of the medicinal product is important. It

Reporting sus
allows cony mnitoring of the benefit/risk balance of the medicinal product. Healthcare
i asked to report any suspected adverse reactions via the national reporting system
listeb i
<
\ verdose

0 dose-limiting toxicities were observed during clinical trials of rheumatoid arthritis patients. The

ighest dose level evaluated has been an intravenous loading dose of 32 mg/m’ followed by
subcutaneous doses of 16 mg/m® administered twice weekly. One rheumatoid arthritis patient
mistakenly self-administered 62 mg LIFMIOR subcutaneously twice weekly for 3 weeks without
experiencing undesirable effects. There is no known antidote to LIFMIOR.
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5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, Tumour Necrosis Factor alpha (TNF-a) inhibitors,
ATC code: LO4ABO1

Tumour necrosis factor (TNF) is a dominant cytokine in the inflammatory process of rheumatoid é
arthritis. Elevated levels of TNF are also found in the synovium and psoriatic plaques of patients with

psoriatic arthritis and in serum and synovial tissue of patients with ankylosing spondylitis. In plaque @
psoriasis, infiltration by inflammatory cells, including T-cells, leads to increased TNF levelsin & 6
psoriatic lesions compared with levels in uninvolved skin. Etanercept is a competitive inhibitor of,

TNF binding to its cell surface receptors, and thereby inhibits the biological activity of TNF. T, &l
lymphotoxin are pro-inflammatory cytokines that bind to two distinct cell surface receptors;_t
55-kilodalton (p55) and 75-kilodalton (p75) tumour necrosis factor receptors (TNFRs)

exist naturally in membrane-bound and soluble forms. Soluble TNFRs are thought to r&

biological activity. 0

TNF and lymphotoxin exist predominantly as homotrimers, with their biologica@ity dependent on

cross-linking of cell surface TNFRs. Dimeric soluble receptors, such as etagrcept, possess a higher

affinity for TNF than monomeric receptors and are considerably more m mpetitive inhibitors of
1

w2

TNF binding to its cellular receptors. In addition, use of an immuno ¢ region as a fusion
element in the construction of a dimeric receptor imparts a longer s alf-life.

Mechanism of action

Much of the joint pathology in rheumatoid arthritis and g spondylitis and skin pathology in
plaque psoriasis is mediated by pro-inflammatory molecul®&that are linked in a network controlled by
TNF. The mechanism of action of etanercept is tho 0 be its competitive inhibition of TNF
binding to cell surface TNFR, preventing TNF- ‘@cellular responses by rendering TNF
biologically inactive. Etanercept may also mod%iologic responses controlled by additional
downstream molecules (e.g., cytokines, ad@n olecules, or proteinases) that are induced or

regulated by TNF. 0

Clinical efficacy and safety

This section presents data from
one study in adults with psorjes
in adults with non-radiogr
three studies in juvenilgd

Adult patients rhei®Qatoid arthritis
The efficacy IOR was assessed in a randomised, double-blind, placebo-controlled study. The

omised controlled trials in adults with rheumatoid arthritis,
ritis, one study in adults with ankylosing spondylitis, one study
ial spondyloarthritis, four studies in adults with plaque psoriasis,
athic arthritis and one study in paediatric patients with plaque psoriasis.

study eval adult patients with active rheumatoid arthritis who had failed therapy with at least
one bug han four disease-modifying antirheumatic drugs (DMARDs). Doses of 10 mg or
25 m¢ OR or placebo were administered subcutaneously twice a week for 6 consecutive
S
)

. Jhe results of this controlled trial were expressed in percentage improvement in rheumatoid
using American College of Rheumatology (ACR) response criteria.
R 20 and 50 responses were higher in patients treated with LIFMIOR at 3 and 6 months than in

patients treated with placebo (ACR 20: LIFMIOR 62% and 59%, placebo 23% and 11% at 3 and
6 months, respectively: ACR 50: LIFMIOR 41% and 40%, placebo 8% and 5% at months 3 and 6,
respectively; p<0.01 LIFMIOR vs. placebo at all timepoints for both ACR 20 and ACR 50 responses).

Approximately 15% of subjects who received LIFMIOR achieved an ACR 70 response at month 3 and
month 6 compared to fewer than 5% of subjects in the placebo arm. Among patients receiving
LIFMIOR, the clinical responses generally appeared within 1 to 2 weeks after initiation of therapy and
nearly always occurred by 3 months. A dose response was seen; results with 10 mg were intermediate
between placebo and 25 mg. LIFMIOR was significantly better than placebo in all components of the
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ACR criteria, as well as other measures of theumatoid arthritis disease activity not included in the
ACR response criteria, such as morning stiffness. A Health Assessment Questionnaire (HAQ), which
included disability, vitality, mental health, general health status, and arthritis-associated health status
subdomains, was administered every 3 months during the trial. All subdomains of the HAQ were
improved in patients treated with LIFMIOR compared to controls at 3 and 6 months.

After discontinuation of LIFMIOR, symptoms of arthritis generally returned within a month.

Re-introduction of treatment with LIFMIOR after discontinuation of up to 24 months resulted in the b
same magnitudes of responses as patients who received LIFMIOR without interruption of therapy

based on results of open-label studies. Continued durable responses have been seen for up to 10 years @

in open-label extension treatment trials when patients received LIFMIOR without interruption. & 6

The efficacy of LIFMIOR was compared to methotrexate in a randomised, active-controlled s

with blinded radiographic evaluations as a primary endpoint in 632 adult patients with active
rheumatoid arthritis (<3 years duration) who had never received treatment with methotpcRdte.Qoses of
10 mg or 25 mg LIFMIOR were administered subcutaneously (SC) twice a week for months.
Methotrexate doses were escalated from 7.5 mg/week to a maximum of 20 mg/weelgo
8 weeks of the trial and continued for up to 24 months. Clinical improvement, i
action within 2 weeks with LIFMIOR 25 mg, was similar to that seen in the pre
maintained for up to 24 months. At baseline, patients had a moderate degregfof dis
HAQ scores of 1.4 to 1.5. Treatment with LIFMIOR 25 mg resulted in @h&

rials and was
ility, with mean
ial improvement at
12 months, with about 44% of patients achieving a normal HAQ scor an 0.5). This benefit was
maintained in Year 2 of this study.

In this study, structural joint damage was assessed radiographig pressed as change in Total
Sharp Score (TSS) and its components, the erosion score ang ace Narrowing (JSN) score.
Radiographs of hands/wrists and feet were read at basel , 2, and 24 months. The 10 mg
LIFMIOR dose had consistently less effect on structural d®gda%e than the 25 mg dose. LIFMIOR

25 mg was significantly superior to methotrexate fo ion scores at both 12 and 24 months. The
differences in TSS and JSN were not statisticallyg§ ant between methotrexate and LIFMIOR

25 mg. The results are shown in the figure belo

RA of <3 Years Duration

25 12 Monthsé 25 24 Months

Radiographic Progression: C(@&on of LIFMIOR vs. Methotrexate in Patients with

(0]
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©
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o

% 1.0
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@©

6 0.5 i
* X 0.0
6\ TSS Erosions JSN Erosions JSN

L] MTX

== LIFMIOR 25 mg
*p < 0.05

In another active-controlled, double-blind, randomised study, clinical efficacy, safety, and
radiographic progression in RA patients treated with LIFMIOR alone (25 mg twice weekly),
methotrexate alone (7.5 to 20 mg weekly, median dose 20 mg), and the combination of LIFMIOR and
methotrexate initiated concurrently were compared in 682 adult patients with active rheumatoid
arthritis of 6 months to 20 years duration (median 5 years) who had a less than satisfactory response to
at least 1 disease-modifying antirheumatic drug (DMARD) other than methotrexate.
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Patients in the LIFMIOR in combination with methotrexate therapy group had significantly higher
ACR 20, ACR 50, ACR 70 responses and improvement for DAS and HAQ scores at both 24 and
52 weeks than patients in either of the single therapy groups (results shown in table below).
Significant advantages for LIFMIOR in combination with methotrexate compared with LIFMIOR
monotherapy and methotrexate monotherapy were also observed after 24 months.

Clinical Efficacy Results at 12 Months: Comparison of LIFMIOR vs. Methotrexate vs. é
LIFMIOR in Combination with Methotrexate in Patients with RA of 6 Months To 20 Years
Duration @
LIFMIOR + . 6
Endpoint Methotrexate LIFMIOR Methotrexate \
(n=228) (n=223) (n=231)
ACR Responses” Q
ACR 20 58.8% 65.5% 74.5% T\
ACR 50 36.4% 43.0% 63.2@
ACR 70 16.7% 22.0% 3@
DAS &
Baseline score” 5.5 5.7 @ 5.5
Week 52 score” 3.0 3.0 2.3M
Remission® 14% 18% q 37%"
HAQ Q
Baseline 1.7 1. O 1.8

Week 52 1.1 K] 0.8
a: Patients who did not complete 12 months in th@ were considered to be non-responders.
b: Values for Disease Activity Score (DAS)

c: Remission is defined as DAS <1.6.

Pairwise comparison p-values: T =p < for comparisons of LIFMIOR + methotrexate vs.
methotrexate and ¢ = p <0.05 for cgné';ons of LIFMIOR + methotrexate vs. LIFMIOR.

Radiographic progression at 12 g as significantly less in the LIFMIOR group than in the
methotrexate group, while the c @ ation was significantly better than either monotherapy at
slowing radiographic progr see figure below).
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Radiographic Progression: Comparison of LIFMIOR vs. Methotrexate vs. LIFMIOR in
Combination with Methotrexate in Patients with RA of 6 Months To 20 Years Duration
(12 Month Results)

3 2.80
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methotrexate, T =p < 0.05 for comparisons of L + methotrexate vs.
methotrexate and ¢ = p < 0.05 for compariso IOR + methotrexate vs.
LIFMIOR. b

Significant advantages for LIFMIOR in combination Wi@trexate compared with LIFMIOR
monotherapy and methotrexate monotherapy were algg obsdWwed after 24 months. Similarly, the
significant advantages for LIFMIOR monotherapy @red with methotrexate monotherapy were
also observed after 24 months.

In an analysis in which all patients who drd&ged out of the study for any reason were considered to
have progressed, the percentage of patieffts out progression (TSS change < 0.5) at 24 months was
higher in the LIFMIOR in combinatio s methotrexate group compared with the LIFMIOR alone
and methotrexate alone groups (6Y P, and 36%, respectively; p<0.05). The difference between
LIFMIOR alone and methotrexd @ e was also significant (p<0.05). Among patients who completed
a full 24 months of therapy @ dy, the non-progression rates were 78%, 70%, and 61%,
respectively.

were evaluated it douB¥%-blind, placebo-controlled study of 420 patients with active RA. In this
study, 53 pati ived placebo, 214 patients received 50 mg LIFMIOR once weekly and 153

patients reg’ S mg LIFMIOR twice weekly. The safety and efficacy profiles of the two

The safety and O mg LIFMIOR (two 25 mg SC injections) administered once weekly

LIFM eadnent regimens were comparable at week 8 in their effect on signs and symptoms of
RA; gfa eek 16 did not show comparability (non-inferiority) between the two regimens. A single
injection of LIFMIOR was found to be bioequivalent to two simultaneous injections of
ml.

®4dult patients with psoriatic arthritis
The efficacy of LIFMIOR was assessed in a randomised, double-blind, placebo-controlled study in

205 patients with psoriatic arthritis. Patients were between 18 and 70 years of age and had active
psoriatic arthritis (= 3 swollen joints and > 3 tender joints) in at least one of the following forms:

(1) distal interphalangeal (DIP) involvement; (2) polyarticular arthritis (absence of rheumatoid nodules
and presence of psoriasis); (3) arthritis mutilans; (4) asymmetric psoriatic arthritis; or

(5) spondylitis-like ankylosis. Patients also had plaque psoriasis with a qualifying target lesion = 2 cm
in diameter. Patients had previously been treated with NSAIDs (86%), DMARDs (80%), and
corticosteroids (24%). Patients currently on methotrexate therapy (stable for = 2 months) could
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continue at a stable dose of < 25 mg/week methotrexate. Doses of 25 mg of LIFMIOR (based on
dose-finding studies in patients with rheumatoid arthritis) or placebo were administered SC twice a
week for 6 months. At the end of the double-blind study, patients could enter a long-term open-label
extension study for a total duration of up to 2 years.

Clinical responses were expressed as percentages of patients achieving the ACR 20, 50, and 70
response and percentages with improvement in Psoriatic Arthritis Response Criteria (PsARC). Results
are summarised in the table below.

Responses of Patients with Psoriatic Arthritis in a

Placebo-Controlled Trial . \6

Percent of Patients

Placebo LIFMIOR? &

Psoriatic Arthritis Response n=104 n=101

ACR 20
Month 3 15 59° 0
Month 6 13 50°

(o

ACR 50
Month 3 4
Month 6 4 b

ACR 70 q
Month 3 11°
Month 6 @
PSARC O
Month 3 31 72°
Month 6 (\ 23 70°
a: 25 mg LIFMIOR S(&c? Weekly
b: p <0.001, LIFMI@ lacebo
c:p<0.01, LIF% Y placebo
Among patients with psoriatic a@'s ho received LIFMIOR, the clinical responses were apparent
at the time of the first visit (4§ and were maintained through 6 months of therapy. LIFMIOR
was significantly better t % ebo in all measures of disease activity (p < 0.001), and responses
were similar with and et concomitant methotrexate therapy. Quality of life in psoriatic arthritis
patients was assessed @ ry timepoint using the disability index of the HAQ. The disability index

score was signifigntly Mgproved at all timepoints in psoriatic arthritis patients treated with LIFMIOR,
relative to pla <0.001).

Radiogy @anges were assessed in the psoriatic arthritis study. Radiographs of hands and wrists
were gt at baseline and months 6, 12, and 24. The modified TSS at 12 months is presented in
aiqle Pelow. In an analysis in which all patients who dropped out of the study for any reason were

xered to have progressed, the percentage of patients without progression (TSS change < 0.5) at
onths was higher in the LIFMIOR group compared with the placebo group (73% vs. 47%,

@espectively, p <0.001). The effect of LIFMIOR on radiographic progression was maintained in
patients who continued on treatment during the second year. The slowing of peripheral joint damage
was observed in patients with polyarticular symmetrical joint involvement.
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Mean (SE) Annualized Change from Baseline in Total Sharp Score

Placebo Etanercept
Time (n=104) (n=101)
Month 12 1.00 (0.29) -0.03 (0.09)*

SE = standard error.
a.p=0.0001.
LIFMIOR treatment resulted in improvement in physical function during the double-blind period, and @

this benefit was maintained during the longer-term exposure of up to 2 years. . \6

There is insufficient evidence of the efficacy of LIFMIOR in patients with ankylosing spondyli &:
and arthritis mutilans psoriatic arthropathies due to the small number of patients studied. b

No study has been performed in patients with psoriatic arthritis using the 50 mg once-y&kN dosing
regimen. Evidence of efficacy for the once-weekly dosing regimen in this patient pQpuiNaO® has been
based on data from the study in patients with ankylosing spondylitis. @
Adult patients with ankylosing spondylitis

ised, double-blind

studies comparing twice-weekly administration of 25 mg LIFMIOR Igcebo. A total of 401
patients were enrolled, from which 203 were treated with LIFMIO argest of these trials (n=
277) enrolled patients who were between 18 and 70 years of a ctive ankylosing spondylitis
defined as visual analog scale (VAS) scores of > 30 for aV duration and intensity of morning

The efficacy of LIFMIOR in ankylosing spondylitis was assessed in 3 r@

stiffness plus VAS scores of = 30 for at least 2 of the fo parameters: patient global
assessment; average of VAS values for nocturnal back paitNgnd total back pain; average of 10
questions on the Bath Ankylosing Spondylitis Funcg Index (BASFI). Patients receiving
DMARDs, NSAIDS, or corticosteroids could copi @em on stable doses. Patients with complete
ankylosis of the spine were not included in the @Doses of 25 mg of LIFMIOR (based on
dose-finding studies in patients with rheur@ amhritis) or placebo were administered
subcutaneously twice a week for 6 mont@ 8 patients.

The primary measure of efficac 0) was a >20% improvement in at least 3 of the 4
Assessment in Ankylosing Spo iSTASAS) domains (patient global assessments, back pain,
BASFI, and inflammation) g ce of deterioration in the remaining domain. ASAS 50 and 70
responses used the same 'ith a 50% improvement or a 70% improvement, respectively.

ASAS 50 and ANS 708g early as 2 weeks after the initiation of therapy.

QO

O
\
O

Compared to placebment with LIFMIOR resulted in significant improvements in the ASAS 20,
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Responses of Patients with Ankylosing Spondylitis in a
Placebo-controlled Trial
Percent of Patients

Ankylosing Spondylitis Placebo LIFMIOR
Response N=139 N=138
ASAS 20

2 weeks 22 46"

3 months 27 60°

6 months 23 58°

ASAS 50 N 6
2 weeks 7 24° \
3 months 13 45° O

6 months 10 4%

ASAS 70 \Q
2 weeks 2 12°
3 months 29° 0
6 months 5 28° %

a: p <0.001, LIFMIOR vs. placebo g
%{linical responses were
refch 6 months of therapy.

b: p =0.002, LIFMIOR vs. placebo
concomitant therapies at baseline.

3

Among patients with ankylosing spondylitis who received LIF
apparent at the time of the first visit (2 weeks) and were maintes
Responses were similar in patients who were or were no re

Similar results were obtained in the 2 smaller ankylogj &dylitis trials.

In a fourth study, the safety and efficacy of 50 OR (two 25 mg SC injections) administered
once weekly vs. 25 mg LIFMIOR adminisgered Wic€ weekly were evaluated in a double-blind,
placebo-controlled study of 356 patients w&iztive ankylosing spondylitis. The safety and efficacy

profiles of the 50 mg once-weekly and 2§ mg twice-weekly regimens were similar.

Adult patients with non—radiograi [ spondyloarthritis

The efficacy of LIFMIOR in paf§entfwith non-radiographic axial spondyloarthritis (nr-AxSpa) was
assessed in a randomised, 1@l double-blind, placebo-controlled study. The study evaluated

215 adult patients (modifegd t-to-treat population) with active nr-AxSpa (18 to 49 years of age),
defined as those patig ting the ASAS classification criteria of axial spondyloarthritis but did not
meet the modifi NQH{ criteria for AS. Patients were also required to have an inadequate
response or int \?e tMwo or more NSAIDs. In the double-blind period, patients received
LIFMIOR 50@& kly or placebo for 12 weeks. The primary measure of efficacy (ASAS 40) was a
40% ilglp in at least three of the four ASAS domains and absence of deterioration in the
remaini main. The double-blind period was followed by an open-label period during which all
peticfits 1ve LIFMIOR 50 mg weekly for up to an additional 92 weeks. MRIs of the sacroiliac joint
é Wt were obtained to assess inflammation at baseline and at weeks 12 and 104.

pared to placebo, treatment with LIFMIOR resulted in statistically significant improvement in the

remission and BASDAI 50. Week 12 results are shown in the table below.

§®ASAS 40, ASAS 20 and ASAS 5/6. Significant improvement was also observed for the ASAS partial
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Efficacy Response in Placebo-Controlled nr-AxSpa Study: Percent of Patients Achieving

Endpoints
Double-Blind Clinical Placebo LIFMIOR
Responses at Week 12 N=106 to 109* N=103 to 105*
ASAS** 40 15.7 32.4°
ASAS 20 36.1 52.4°
ASAS 5/6 10.4 33.0°
ASAS partial remission 11.9 24.8° é
BASDAI***50 23.9 43.8°
*Some patients did not provide complete data for each endpoint @
** ASAS=Assessments in Spondyloarthritis International Society ¢ 6
***Bath Ankylosing Spondylitis Disease Activity Index K\
a: p <0.001, b:<0.01 and ¢:<0.05, respectively between LIFMIOR and placebo O
At week 12, there was a statistically significant improvement in the SPARCC (Spondy.
Research Consortium of Canada) score for the sacroiliac joint (SIJ) as measured by atients
receiving LIFMIOR. Adjusted mean change from baseline was 3.8 for LIFMIOR tregte
versus 0.8 for placebo treated (n=105) patients (p<0.001). At week 104, the me
ms 4.64 for the

baseline in the SPARCC score measured on MRI for all LIFMIOR-treated sybj
SIJ (n=153) and 1.40 the spine (n=154). {

LIFMIOR showed statistically significantly greater improvement frgs
to placebo in most health-related quality of life and physical functid @
(Bath Ankylosing Spondylitis Functional Index), EuroQol 5D eI a4
Physical Component Score.

glne to week 12 compared
sments, including BASFI
alth State Score and SF-36

Clinical responses among nr-AxSpa patients who received WFMIOR were apparent at the time of the
first visit (2 weeks) and were maintained through 2 of therapy. Improvements in health-related

quality of life and physical function were also 0 through 2 years of therapy. The 2 year data
did not reveal any new safety findings. At wee%& subjects had progressed to a score of bilateral
Grade 2 on spinal X-ray according to the ified’'New York Radiological Grade, indicative of axial
spondyloarthropathy.

Adult patients with plaque psoridN
LIFMIOR is recommended for x@ patients as defined in section 4.1. Patients who “failed to
respond to” in the target po M5 defined by insufficient response (PASI<50 or PGA less than
good), or worsening of t e while on treatment, and who were adequately dosed for a
sufficiently long durfb ssess response with at least each of the three major systemic therapies as
available.

The efficacy IOR versus other systemic therapies in patients with moderate to severe psoriasis
(responsiv T systemic therapies) has not been evaluated in studies directly comparing
LIFM it®other systemic therapies. Instead, the safety and efficacy of LIFMIOR were assessed
in foymra ised, double-blind, placebo-controlled studies. The primary efficacy endpoint in all four
) s the proportion of patients in each treatment group who achieved the PASI 75 (i.e., at least
improvement in the Psoriasis Area and Severity Index score from baseline) at 12 weeks.

@mdy 1 was a Phase 2 study in patients with active, but clinically stable, plaque psoriasis involving
' }S‘\ >10%

of the body surface area who were > 18 years old. One hundred and twelve (112) patients were
randomised to receive a dose of 25 mg of LIFMIOR (n=57) or placebo (n=55) twice a week for
24 weeks.

Study 2 evaluated 652 patients with chronic plaque psoriasis using the same inclusion criteria as study
1 with the addition of a minimum psoriasis area and severity index (PASI) of 10 at screening.
LIFMIOR was administered at doses of 25 mg once a week, 25 mg twice a week or 50 mg twice a
week for 6 consecutive months. During the first 12 weeks of the double-blind treatment period,
patients received placebo or one of the above three LIFMIOR doses. After 12 weeks of treatment,
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patients in the placebo group began treatment with blinded LIFMIOR (25 mg twice a week); patients
in the active treatment groups continued to week 24 on the dose to which they were originally
randomised.

Study 3 evaluated 583 patients and had the same inclusion criteria as study 2. Patients in this study
received a dose of 25 mg or 50 mg LIFMIOR, or placebo twice a week for 12 weeks and then all
patients received open-label 25 mg LIFMIOR twice weekly for an additional 24 weeks.

Study 4 evaluated 142 patients and had similar inclusion criteria to studies 2 and 3. Patients in this
study received a dose of 50 mg LIFMIOR or placebo once weekly for 12 weeks and then all patients
received open-label 50 mg LIFMIOR once weekly for an additional 12 weeks. .

In study 1, the LIFMIOR-treated group had a significantly higher proportion of patients with a
75 response at week 12 (30%) compared to the placebo-treated group (2%) (p<0.0001). At 24 §
56% of patients in the LIFMIOR-treated group had achieved the PASI 75 compared to
placebo-treated patients. Key results of studies 2, 3 and 4 are shown below.

N\
Responses of Patients with Psoriasis in Studies 2, 3 an%o

Study 2 Study 3 | Study 4
-------- LIFMIOR------- -----LIFMIOR---- -----LIFMIOR----
25 mg 50 mg 25mg 50 50mg  50mg
Placebo BIW BIW Placebo | BIW ,Placebo Qw Qw
n=166 | n= n= n= n=|n=193 | n=196 n=46 | n=96 n=90
wk12 | 162 162 164 164 | wk12 | wkl wk12 | wk12  wk24*
Respons wk  wk wk wk
e (%) 12 24 12 24 \N
PASI 50 14 58% 70 74* 77 9 N 77* 9 69%* 83
PASITS | 4 |34 4 49* 59 @ 3% 40k 2 3/ 7l
DSGA®, Q
clear or
almost $
clear 5 34* 39 49* &5 4 39* 57* 4 39* 64

*p <0.0001 compared with plac
a. No statistical comparisons to
placebo group began receivi

b. Dermatologist Static Gl

ere made at week 24 in studies 2 and 4 because the original
OR 25 mg BIW or 50 mg once weekly from week 13 to week 24.
sessment. Clear or almost clear defined as 0 or 1 on a 0 to 5 scale.

Among patients with, soriasis who received LIFMIOR, significant responses relative to
placebo were a@t e time of the first visit (2 weeks) and were maintained through 24 weeks of
therapy.

Study ¢
of at le

0 drug withdrawal period during which patients who achieved a PASI improvement

00 at week 24 had treatment stopped. Patients were observed off treatment for the

f rebound (PASI 2150% of baseline) and for the time to relapse (defined as a loss of at

of the improvement achieved between baseline and week 24). During the withdrawal period,

oms of psoriasis gradually returned, with a median time to disease relapse of 3 months. No

ound flare of disease and no psoriasis-related serious adverse events were observed. There was

ome evidence to support a benefit of re-treatment with LIFMIOR in patients initially responding to

treatment.

In study 3, the majority of patients (77%) who were initially randomised to 50 mg twice weekly and
had their LIFMIOR dose decreased at week 12 to 25 mg twice weekly maintained their PASI 75
response through week 36. For patients who received 25 mg twice weekly throughout the study, the
PASI 75 response continued to improve between weeks 12 and 36.
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In study 4, the LIFMIOR-treated group had a higher proportion of patients with PASI 75 at week 12
(38%) compared to the placebo-treated group (2%) (p<0.0001). For patients who received 50 mg once
weekly throughout the study, the efficacy responses continued to improve with 71% achieving PASI
75 at week 24.

In long-term (up to 34 months) open-label studies where LIFMIOR was given without interruption,

clinical responses were sustained and safety was comparable to shorter-term studies. E
An analysis of clinical trial data did not reveal any baseline disease characteristics that would assist
clinicians in selecting the most appropriate dosing option (intermittent or continuous). Consequently, @

the choice of intermittent or continuous therapy should be based upon physician judgment and & 6

individual patient needs. K\

Antibodies to LIFMIOR

Antibodies to etanercept have been detected in the sera of some subjects treated with e a@
These antibodies have all been non-neutralising and are generally transient. There app, e no
correlation between antibody development and clinical response or adverse events.

In subjects treated with approved doses of etanercept in clinical trials for up to l@ths, cumulative
rates of anti-etanercept antibodies were approximately 6% of subjects withﬁlma oid arthritis, 7.5%
of subjects with psoriatic arthritis, 2% of subjects with ankylosing spongs1%7% of subjects with
psoriasis, 9.7% of subjects with paediatric psoriasis, and 4.8% of subj c@h juvenile idiopathic
arthritis.

The proportion of subjects who developed antibodies to eta Qlonger-term trials (of up to
3.5 years) increases over time, as expected. However, d@r transient nature, the incidence of
ly

antibodies detected at each assessment point was typical han 7% in rheumatoid arthritis
subjects and psoriasis subjects. O

In a long-term psoriasis study in which patient@ed 50 mg twice weekly for 96 weeks, the
incidence of antibodies observed at each a@n t point was up to approximately 9%.

Paediatric population Qo
D

Paediatric patients with juvenilg ic arthritis
The safety and efficacy of LM were assessed in a two-part study in 69 children with
polyarticular-course juvengld pathic arthritis who had a variety of juvenile idiopathic arthritis onset
types (polyarthritis, pa, ritis, systemic onset). Patients aged 4 to 17 years with moderately to
severely active poly r-course juvenile idiopathic arthritis refractory to, or intolerant of,
methotrexate weNg enroNgd; patients remained on a stable dose of a single nonsteroidal

g and/or prednisone (< 0.2 mg/kg/day or 10 mg maximum). In part 1, all patients
maximum 25 mg per dose) LIFMIOR subcutaneously twice weekly. In part 2,
inical response at day 90 were randomised to remain on LIFMIOR or receive placebo
hs and assessed for disease flare. Responses were measured using the ACR Pedi 30,
d 2§ = 30% improvement in at least three of six and = 30% worsening in no more than one of six
ore set criteria, including active joint count, limitation of motion, physician and patient/parent
nl assessments, functional assessment, and erythrocyte sedimentation rate (ESR). Disease flare

anti-inflamm
received 0,
patien®s
for f¢

J¢

Q)

more than one of the six JRA core set criteria and a minimum of two active joints.

; @ras defined as a = 30% worsening in three of six JRA core set criteria and = 30% improvement in not

In part 1 of the study, 51 of 69 (74%) patients demonstrated a clinical response and entered part 2. In
part 2, 6 of 25 (24%) patients remaining on LIFMIOR experienced a disease flare compared to 20 of
26 (77%) patients receiving placebo (p=0.007). From the start of part 2, the median time to flare was
> 116 days for patients who received LIFMIOR and 28 days for patients who received placebo. Of
patients who demonstrated a clinical response at 90 days and entered part 2 of the study, some of the
patients remaining on LIFMIOR continued to improve from month 3 through month 7, while those
who received placebo did not improve.
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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 LIFMIOR for up to 10 years. Rates of serious adverse
events and serious infections did not increase with long-term exposure.

Long-term safety of LIFMIOR monotherapy (n=103), LIFMIOR 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 é
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. @

<
In another open-label single-arm study, 60 patients with extended oligoarthritis (15 patients aged 6
4, 23 patients aged 5 to 11 and 22 patients aged 12 to 17 years old), 38 patients with enthesitiseg
arthritis (12 to 17 years old), and 29 patients with psoriatic arthritis (12 to 17 years old) were t
with LIFMIOR at a dose of 0.8 mg/kg (up to a maximum of 50 mg per dose) administ % y for
12 weeks. In each of the JIA subtypes, the majority of patients met ACR Pedi 30 criteeﬁ
demonstrated clinical improvement in secondary endpoints such as number of tendgg joNgtsS*and
physician global assessment. The safety profile was consistent with that observegs r JIA studies.

Studies have not been done in patients with juvenile idiopathic arthritis to agess the effects of

continued LIFMIOR therapy in patients who do not respond within 3 m initiating LIFMIOR
therapy. Additionally, studies have not been conducted to assess the s Jf discontinuing or
reducing the recommended dose of LIFMIOR following its long-te 1n patients with JIA.

Paediatric patients with plaque psoriasis

The efficacy of LIFMIOR was assessed in a randomise blind, placebo-controlled study in
211 paediatric patients aged 4 to 17 years with moderat(exvere plaque psoriasis (as defined by an
SPGA score > 3, involving > 10% of the BSA, and > 12). Eligible patients had a history of
receiving phototherapy or systemic therapy, or equately controlled on topical therapy.

Patients received LIFMIOR 0.8 mg/kg (up3 50 n) or placebo once weekly for 12 weeks. At week

12, more patients randomised to LIFMI ositive efficacy responses (e.g., PASI 75) than those
randomised to placebo. 0
Paedia '@ue Psoriasis Outcomes at 12 Weeks
LIFMIOR
0.8 mg/kg Once
Q Weekly Placebo
\N (N = 106) (N = 105)
PASI 75, AN 60 (57%)* 12 (11%)
PASI% 79 (75%)* 24 (23%)
*
sPGEANCKar” or “minimal”, n (%) 56 (53%)" 14 (13%)

brgyTation: sSPGA-static Physician Global Assessment
< 0.0001 compared with placebo

er the 12-week double-blind treatment period, all patients received LIFMIOR 0.8 mg/kg (up to
50 mg) once weekly for additional 24 weeks. Responses observed during the open-label period were
similar to those observed in the double-blind period.

During a randomised withdrawal period, significantly more patients re-randomised to placebo
experienced disease relapse (loss of PASI 75 response) compared with patients re-randomised to

LIFMIOR. With continued therapy, responses were maintained up to 48 weeks.

The long-term safety and effectiveness of LIFMIOR 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
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2 years beyond the 48 week study discussed above. Long-term experience with LIFMIOR was
generally comparable to the original 48-week study and did not reveal any new safety findings.

5.2 Pharmacokinetic properties

Etanercept serum values were determined by an Enzyme-Linked Immunosorbent Assay (ELISA)

method, which may detect ELISA-reactive degradation products, as well as the parent compound.
Absorption E >
Etanercept is slowly absorbed from the site of subcutaneous injection, reaching maximum @

concentration approximately 48 hours after a single dose. The absolute bioavailability is 76%. Witle 6
twice-weekly doses, it is anticipated that steady-state concentrations are approximately twice as hj

as those observed after single doses. After a single subcutaneous dose of 25 mg LIFMIOR, the sugMge
maximum serum concentration observed in healthy volunteers was 1.65 £ 0.66 pg/ml, and t e

under the curve was 235 £ 96.6 ugehr/ml. %

Mean serum concentration profiles at steady state in treated RA patients were Ci.x Q€ 2¥N11Z/1 vs.

2.6 mg/l, Cpy, of 1.2 mg/l vs. 1.4 mg/l, and partial AUC of 297 mgh/l vs. 316 m mg
LIFMIOR once weekly (n=21) vs. 25 mg LIFMIOR twice weekly (n=16), respe .Inan
open-label, single-dose, two-treatment, crossover study in healthy voluntees§, etanercept administered
as a single 50 mg/ml injection was found to be bioequivalent to two 51 us injections of

25 mg/ml.

In a population pharmacokinetics analysis in ankylosing spond %ts the etanercept steady
state AUCs were 466 pgehr/ml and 474 pgehr/ml for 50 m OR once weekly (N = 154) and
25 mg twice weekly (N = 148), respectively.

Distribution
A biexponential curve is required to describe th ration time curve of etanercept. The central
volume of distribution of etanercept is 7.6 1, wh¥g ti® volume of distribution at steady-state is 10.4 1.

Elimination

Etanercept is cleared slowly from the Qhe half-life is long, approximately 70 hours. Clearance is
approximately 0.066 1/hr in pati itff¥¢heumatoid arthritis, somewhat lower than the value of

0.11 V/hr observed in healthy vo 1S. Additionally, the pharmacokinetics of LIFMIOR in
rheumatoid arthritis patients ing spondylitis and plaque psoriasis patients are similar.

There is no apparent p cokinetic difference between males and females.

Linearity
Dose proporti% as not been formally evaluated, but there is no apparent saturation of clearance

across the nge.
*
Spec@ ations

*

@zmpairment

ugh there is elimination of radioactivity in urine after administration of radiolabelled etanercept
o0 patients and volunteers, increased etanercept concentrations were not observed in patients with
acute renal failure. The presence of renal impairment should not require a change in dosage.

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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Elderly

The impact of advanced age was studied in the population pharmacokinetic analysis of etanercept
serum concentrations. Clearance and volume estimates in patients aged 65 to 87 years were similar to
estimates in patients less than 65 years of age.

Paediatric population

Paediatric patients with juvenile idiopathic arthritis é
In a polyarticular-course juvenile idiopathic arthritis trial with LIFMIOR, 69 patients (aged 4 to

17 years) were administered 0.4 mg LIFMIOR/kg twice weekly for three months. Serum concentration
profiles were similar to those seen in adult rheumatoid arthritis patients. The youngest children (4 6
years of age) had reduced clearance (increased clearance when normalised by weight) compared

older children (12 years of age) and adults. Simulation of dosing suggests that while older chilg \
(10-17 years of age) will have serum levels close to those seen in adults, younger childr

appreciably lower levels. \

Paediatric patients with plaque psoriasis

Patients with paediatric plaque psoriasis (aged 4 to 17 years) were administered g g(uptoa
maximum dose of 50 mg per week) of etanercept once weekly for up to 48 wee mean serum
steady-state trough concentrations ranged from 1.6 to 2.1 mcg/ml at weeks%% and 48. These mean
concentrations in patients with paediatric plaque psoriasis were similar ncentrations observed
in patients with juvenile idiopathic arthritis (treated with 0.4 mg/kg @t twice weekly, up to
maximum dose of 50 mg per week). These mean concentrations w ilar to those seen in adult
patients with plaque psoriasis treated with 25 mg etanercept twife-

5.3 Preclinical safety data O

In the toxicological studies with LIFMIOR, no dose@ing or target organ toxicity was evident.
LIFMIOR was considered to be non-genotoxic f] ttery of in vitro and in vivo studies.
Carcinogenicity studies, and standard assessmeMg oMfertility and postnatal toxicity, were not
performed with LIFMIOR due to the devel@ment®f neutralising antibodies in rodents.

subcutaneous dose of 2000 mg/ sPegle intravenous dose of 1000 mg/kg. LIFMIOR did not elicit
dose-limiting or target organ toy % 1 cynomolgus monkeys following twice weekly subcutaneous
administration for 4 or 26 cq hafe weeks at a dose (15 mg/kg) that resulted in AUC-based serum
drug concentrations that gr 27-fold higher than that obtained in humans at the recommended
dose of 25 mg.

6. PHAR@JTI AL PARTICULARS
6.1 Li\@cipients
&)

chloride
ginine hydrochloride
odium phosphate monobasic dihydrate
Sodium phosphate dibasic dihydrate

Water for injections

LIFMIOR did not induce lethality or agasigns of toxicity in mice or rats following a single

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

56



6.3  Shelf life
30 months.

6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C).
Do not freeze.

LIFMIOR may be stored at temperatures up to a maximum of 25°C for a single period of up to four @
weeks; after which, it should not be refrigerated again. LIFMIOR should be discarded if not used ¢ \6

within four weeks of removal from refrigeration. K
Keep the pre-filled syringes in the outer carton in order to protect from light. O
6.5 Nature and contents of container \:

25 mg solution for injection in pre-filled syringe 0

Clear glass syringe (type I glass) with stainless steel needle, rubber needle cove@lastlc plunger.
Cartons contain 4, 8 or 24 pre-filled syringes of LIFMIOR and 4, 8 or 24 aﬁ)l swabs. The needle
cover contains dry natural rubber (latex) (see section 4.4). Not all pack g y be marketed.

50 mg solution for injection in pre-filled syringe

Clear glass syringe (type I glass) with stainless steel needle, ru cover and plastic plunger.
Cartons contain 2, 4 or 12 pre-filled syringes of LIFMIOR or 12 alcohol swabs. The needle
cover contains dry natural rubber (latex) (see section 4. I‘@ pack sizes may be marketed.

6.6  Special precautions for disposal and other @ling

Before injection, LIFMIOR single-use pre-ﬁlle@ge should be allowed to reach room temperature
(approximately 15 to 30 minutes). The necYge cov® should not be removed while allowing the pre-
filled syringe to reach room temperatur lution should be clear to slightly opalescent,
colourless to pale yellow or pale br% ay contain small translucent or white particles of
protein.

Comprehensive instructions nistration are given in the package leaflet, section 7, "Instructions
for preparation and givin ction of LIFMIOR."

Any unused product Qte material should be disposed of in accordance with local requirements.
G AUTHORISATION HOLDER

MA EEIG
e la Plaine 17
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8. MARKETING AUTHORISATION NUMBER(S)

25 mg solution for injection in pre-filled syringe

EU/1/16/1165/005

EU/1/16/1165/006

EU/1/16/1165/007

50 mg solution for injection in pre-filled syringe é
EU/1/16/1165/008

EU/1/16/1165/009 @

EU/1/16/1165/010 . \6

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 13 February 2017 \:
Date of last renewal: {DD month YYYY} 0

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the we @the European Medicines
Agency http://www.ema.europa.eu.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

LIFMIOR 50 mg solution for injection in pre-filled pen. é
2. QUALITATIVE AND QUANTITATIVE COMPOSITION ’\6

Each pre-filled pen contains 50 mg of etanercept. O

Etanercept is a human tumour necrosis factor receptor p75 Fc fusion protein produced coMsbinant

dimer of a chimeric protein genetically engineered by fusing the extracellular ligandpinng domain
of human tumour necrosis factor receptor-2 (TNFR2/p75) to the Fc domain of h 1. This Fc
component contains the hinge, CH, and CHj; regions, but not the CH; region of . Etanercept
contains 934 amino acids and has an apparent molecular weight of approxisately 150 kilodaltons. The

specific activity of etanercept is 1.7 x 10° units/mg. @
3.  PHARMACEUTICAL FORM \O
Solution for injection. O

The solution is clear, and colourless to pale yel@pale brown.

DNA technology in a Chinese hamster ovary (CHO) mammalian expression system. TO®pt is a
(*fi kﬂ

For the full list of excipients, see section 6.1.

4. CLINICAL PARTICULAR%O
4.1 Therapeutic indicationsé

Rheumatoid arthritis

LIFMIOR in combinajpmg Wjth methotrexate is indicated for the treatment of moderate to severe active
rheumatoid arthritis i @ ts when the response to disease-modifying antirheumatic drugs, including
methotrexate (un¥gs cogaindicated), has been inadequate.

LIFMIOR @ven as monotherapy in case of intolerance to methotrexate or when continued
treatm® %nethotrexate is inappropriate.

b | OJ 1s also indicated in the treatment of severe, active and progressive rheumatoid arthritis in
ot previously treated with methotrexate.

progression of joint damage as measured by X-ray and to improve physical function.

§ ®_IFMIOR, alone or in combination with methotrexate, has been shown to reduce the rate of

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.
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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.

LIFMIOR 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 é
disease-modifying antirheumatic drug therapy has been inadequate. LIFMIOR 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 0\6

the disease.

Axial spondyloarthritis O
Ankylosing spondylitis (AS) :

Treatment of adults with severe active ankylosing spondylitis who have had an inad@&esponse to

conventional therapy. @

Non-radiographic axial spondyloarthritis
Treatment of adults with severe non-radiographic axial spondyloarthritig™tMNgbjective signs of
inflammation as indicated by elevated C-reactive protein (CRP) and/. etic resonance imaging

(MRI) evidence, who have had an inadequate response to nonsteroi i

i-inflammatory drugs
(NSAIDs). Q

Plaque psoriasis
Treatment of adults with moderate to severe plaque psoriaS\\who failed to respond to, or who have a

contraindication to, or are intolerant to other systemy rapy including ciclosporin, methotrexate or
psoralen and ultraviolet-A light (PUVA) (see se'b .

Paediatric plaque psoriasis \C
Treatment of chronic severe plaque psorg®isNechildren and adolescents from the age of 6 years who
nt to, other systemic therapies or phototherapies.

are inadequately controlled by, or a%
4.2 Posology and method of@ Stration

LIFMIOR treatment shou tiated and supervised by specialist physicians experienced in the
diagnosis and treatme eumatoid arthritis, juvenile idiopathic arthritis, psoriatic arthritis,
ankylosing spondyli -radiographic axial spondyloarthritis, plaque psoriasis or paediatric plaque

psoriasis. Patieng\treatqwith LIFMIOR should be given the Patient Alert Card.

illed pen is available in a 50 mg strength. Other presentations of LIFMIOR are
gths of 10 mg, 25 mg and 50 mg.

matoid arthritis
mg LIFMIOR administered twice weekly is the recommended dose. Alternatively, 50 mg
administered once weekly has been shown to be safe and effective (see section 5.1).

Psoriatic arthritis, ankylosing spondylitis and non-radiographic axial spondyloarthritis
The recommended dose is 25 mg LIFMIOR administered twice weekly, or 50 mg administered once
weekly.

For all of the above indications, available data suggest that a clinical response is usually achieved
within 12 weeks of treatment. Continued therapy should be carefully reconsidered in a patient not
responding within this time period.
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Plaque psoriasis

The recommended dose of LIFMIOR is 25 mg administered twice weekly or 50 mg administered once
weekly. Alternatively, 50 mg given twice weekly may be used for up to 12 weeks followed, if
necessary, by a dose of 25 mg twice weekly or 50 mg once weekly. Treatment with LIFMIOR should
continue until remission is achieved, for up to 24 weeks. Continuous therapy beyond 24 weeks may be

appropriate for some adult patients (see section 5.1). Treatment should be discontinued in patients who
show no response after 12 weeks. If re-treatment with LIFMIOR is indicated, the same guidance on
treatment duration should be followed. The dose should be 25 mg twice weekly or 50 mg once @

weekly.
6

Special populations

Renal and hepatic impairment O
No dose adjustment is required. ®

Elderly
No dose adjustment is required. Posology and administration are the same as fo 8-64 years of
age.

Paediatric population &
The dosage of LIFMIOR is based on body weight for paediatric pati @ents weighing less than
62.5 kg should be accurately dosed on a mg/kg basis using the pow%\ solvent for solution for
injection presentations or the powder for solution for injection gfe s (see below for dosing for
specific indication). Patients weighing 62.5 kg or more, ma ed using a fixed-dose pre-filled
syringe or pre-filled pen. 0

Juvenile idiopathic arthritis
The recommended dose is 0.4 mg/kg (up to a m f 25 mg per dose), given twice weekly as a
subcutaneous injection with an interval of 3-4 tween doses or 0.8 mg/kg (up to a maximum of
50 mg per dose) given once weekly. Disco nuatidn of treatment should be considered in patients
who show no response after 4 months.

The 10 mg vial strength may be Qroprlate for administration to children with JIA below the
weight of 25 kg.

No formal clinical trials - egn conducted in children aged 2 to 3 years. However, limited safety
data from a patient regaggNguggest that the safety profile in children from 2 to 3 years of age is similar
to that seen in adults § @. ildren aged 4 years and older, when dosed every week with 0.8 mg/kg

subcutaneously (3ge secdgn 5.1).

There is g o applicable use of LIFMIOR in children aged below 2 years in the indication
juveni¥e, iNgopMhic arthritis.

(@ plaque psoriasis (age 6 years and above)

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

®If re-treatment with LIFMIOR is indicated, the above guidance on treatment duration should be
followed. The dose should be 0.8 mg/kg (up to a maximum of 50 mg per dose) once weekly.

There is generally no applicable use of LIFMIOR in children aged below 6 years in the indication
plaque psoriasis.

Method of administration
LIFMIOR is administered by subcutaneous injection (see section 6.6).
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Comprehensive instructions for administration are given in the package leaflet, section 7, “Using the
MYCLIC pre-filled pen to inject LIFMIOR.”

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Sepsis or risk of sepsis. é

Treatment with LIFMIOR should not be initiated in patients with active infections including chronic @

or localised infections. \6
4.4 Special warnings and precautions for use é

In order to improve the traceability of biological medicinal products, the trademark an
number of the administered product should be clearly recorded (or stated) in the paneb

Infections

Patients should be evaluated for infections before, during, and after treatment w@" MIOR, taking
into consideration that the mean elimination half-life of etanercept is approQate y 70 hours (range 7
to 300 hours).

Serious infections, sepsis, tuberculosis, and opportunistic infection: ding invasive fungal
infections, listeriosis and legionellosis, have been reported w1t N LIFMIOR (see section 4.8).
These infections were due to bacteria, mycobacteria, fungi, § and parasites (including protozoa).
In some cases, particular fungal and other opportunistic s have not been recognised, resulting
in delay of appropriate treatment and sometimes death. In uating patients for infections, the
patient’s risk for relevant opportunistic infections (e@xposure to endemic mycoses) should be

considered.

Patients who develop a new infection whil§ginder®oing treatment with LIFMIOR should be monitored
closely. Administration of LIFMIOR sh iscontinued if a patient develops a serious infection.
The safety and efficacy of LIFMIOR ts with chronic infections have not been evaluated.
Physicians should exercise cauti onsidering the use of LIFMIOR in patients with a history of
recurring or chronic infections derlying conditions that may predispose patients to infections
such as advanced or poorly diabetes.

Tuberculosis
Cases of active tubert @\, s including miliary tuberculosis and tuberculosis with extra-pulmonary
location have beWg repoXgd in patients treated with LIFMIOR.

Before starfg @ment with LIFMIOR, all patients must be evaluated for both active and inactive
( %u osis. This evaluation should include a detailed medical history with personal history
is or possible previous contact with tuberculosis and previous and/or current

pressive therapy. Appropriate screening tests, i.e., tuberculin skin test and chest X-ray,

¢ performed in all patients (local recommendations may apply). It is recommended that the
Nuct of these tests should be recorded in the patient’s alert card. Prescribers are reminded of the

01 of false negative tuberculin skin test results, especially in patients who are severely ill or

immunocompromised.

If active tuberculosis is diagnosed, LIFMIOR therapy must not be initiated. If inactive (‘latent’)
tuberculosis is diagnosed, treatment for latent tuberculosis must be started with anti-tuberculosis
therapy before the initiation of LIFMIOR, and in accordance with local recommendations. In this
situation, the benefit/risk balance of LIFMIOR therapy should be very carefully considered.
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All patients should be informed to seek medical advice if signs/symptoms suggestive of tuberculosis
(e.g., persistent cough, wasting/weight loss, low-grade fever) appear during or after LIFMIOR
treatment.

Hepatitis B reactivation
Reactivation of hepatitis B in patients who were previously infected with the hepatitis B virus (HBV)
and had received concomitant TNF-antagonists, including LIFMIOR, has been reported. This includes e

reports of reactivation of hepatitis B in patients who were anti-HBc positive but HBsAg negative.

Patients should be tested for HBV infection before initiating treatment with LIFMIOR. For patients

who test positive for HBV infection, consultation with a physician with expertise in the treatment of @
hepatitis B is recommended. Caution should be exercised when administering LIFMIOR in patient® 6
previously infected with HBV. These patients should be monitored for signs and symptoms of act

HBYV infection throughout therapy and for several weeks following termination of therapy. Ad, {

data from treating patients infected with HBV with anti-viral therapy in conjunction with

TNF-antagonist therapy are not available. In patients who develop HBV infection, LIF, ould

be stopped and effective anti-viral therapy with appropriate supportive treatment sh% tiated.

Worsening of hepatitis C
There have been reports of worsening of hepatitis C in patients receiving LIFM\@IFMIOR should
be used with caution in patients with a history of hepatitis C.

Concurrent treatment with anakinra

Concurrent administration of LIFMIOR and anakinra has been assoiat® with an increased risk of
serious infections and neutropenia compared to LIFMIOR alo vﬁ’ bination has not
demonstrated increased clinical benefit. Thus the combined [.IFMIOR and anakinra is not

recommended (see sections 4.5 and 4.8). \

Concurrent treatment with abatacept
In clinical studies, concurrent administration ot@ and LIFMIOR resulted in increased
ion¥.5

incidences of serious adverse events. This com®gat®n has not demonstrated increased clinical

benefit; such use is not recommended (see& ).

reactions have included angioe rticaria; serious reactions have occurred. If any serious

Allergic reactions
Allergic reactions associated wi %]R administration have been reported commonly. Allergic
d& u

rs, LIFMIOR therapy should be discontinued immediately and

allergic or anaphylactic reac,

appropriate therapy initia@

The needle cap of the @ ed pen contains latex (dry natural rubber) that may cause hypersensitivity
reactions when Mgdledgy or when LIFMIOR is administered to persons with known or possible latex
sensitivity. %

Immuwo sion

The y exists for TNF-antagonists, including LIFMIOR, to affect host defences against
if*fe§ony and malignancies since TNF mediates inflammation and modulates cellular immune

pses. In a study of 49 adult patients with rheumatoid arthritis treated with LIFMIOR, there was
1dence of depression of delayed-type hypersensitivity, depression of immunoglobulin levels, or

DS
)
& ange in enumeration of effector cell populations.

wo juvenile idiopathic arthritis patients developed varicella infection and signs and symptoms of
aseptic meningitis, which resolved without sequelae. Patients with a significant exposure to varicella
virus should temporarily discontinue LIFMIOR therapy and be considered for prophylactic treatment
with Varicella Zoster Immune Globulin.

The safety and efficacy of LIFMIOR in patients with immunosuppression have not been evaluated.
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Malignancies and lymphoproliferative disorders

Solid and haematopoietic malignancies (excluding skin cancers)
Reports of various malignancies (including breast and lung carcinoma and lymphoma) have been
received in the postmarketing period (see section 4.8).

In the controlled portions of clinical trials of TNF-antagonists, more cases of lymphoma have been

observed among patients receiving a TNF-antagonist compared with control patients. However, the é
occurrence was rare, and the follow-up period of placebo patients was shorter than for patients

receiving TNF-antagonist therapy. In the postmarketing setting, cases of leukaemia have been reported @

in patients treated with TNF-antagonists. There is an increased background risk for lymphoma ande 6
leukaemia in theumatoid arthritis patients with long-standing, highly active, inflammatory diseas&

haematopoietic or solid malignancies in patients treated with a TNF-antagonist cannot, ded.
Caution should be exercised when considering TNF-antagonist therapy for patients git story of
malignancy or when considering continuing treatment in patients who develop a, cy.

which complicates risk estimation.
Based on current knowledge, a possible risk for the development of lymphomas, leuka n@;;er
& u

Malignancies, some fatal, have been reported among children, adolescents Qyoung adults (up to 22
years of age) treated with TNF-antagonists (initiation of therapy < 18 y ge), including
LIFMIOR, in the postmarketing setting. Approximately half the caseg \:@ymphomas. The other
cases represented a variety of different malignancies and included r @ alignancies typically
associated with immunosuppression. A risk for the developmerfONG™® ﬁ ancies in children and
adolescents treated with TNF-antagonists cannot be excludeb

Skin cancers

Melanoma and non-melanoma skin cancer (NMSC), been reported in patients treated with
TNF-antagonists, including LIFMIOR. Postmarkgagy es of Merkel cell carcinoma have been
reported very infrequently in patients treated W%MIOR. Periodic skin examination is
recommended for all patients, particularlyv h risk factors for skin cancer.

Combining the results of controlled clq Q’ials, more cases of NMSC were observed in patients
receiving LIFMIOR compared \e@l patients, particularly in patients with psoriasis.

Vaccinations
Live vaccines should not lge

concurrently with LIFMIOR. No data are available on the
secondary transmissiog.QiNgfection by live vaccines in patients receiving LIFMIOR. In a double blind,
placebo controlled, r4 @ pised clinical study in adult patients with psoriatic arthritis 184 patients also
received a multiNgent Pgumococcal polysaccharide vaccine at week 4. In this study most psoriatic
arthritis patie jving LIFMIOR were able to mount effective B-cell immune response to
pneumoco accharide vaccine, but titres in aggregate were moderately lower and few patients
had twe-R{d Nges in titres compared to patients not receiving LIFMIOR. The clinical significance of
n.

1body formation
ment with LIFMIOR may result in the formation of autoimmune antibodies (see section 4.8).

@Haematologic reactions

Rare cases of pancytopenia and very rare cases of aplastic anaemia, some with fatal outcome, have
been reported in patients treated with LIFMIOR. Caution should be exercised in patients being treated
with LIFMIOR who have a previous history of blood dyscrasias. All patients and parents/caregivers
should be advised that if the patient develops signs and symptoms suggestive of blood dyscrasias or
infections (e.g., persistent fever, sore throat, bruising, bleeding, paleness) whilst on LIFMIOR, they
should seek immediate medical advice. Such patients should be investigated urgently, including full
blood count; if blood dyscrasias are confirmed, LIFMIOR should be discontinued.
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Neurological disorders

There have been rare reports of CNS demyelinating disorders in patients treated with LIFMIOR (see

section 4.8). Additionally, there have been rare reports of peripheral demyelinating polyneuropathies

(including Guillain-Barré syndrome, chronic inflammatory demyelinating polyneuropathy,

demyelinating polyneuropathy, and multifocal motor neuropathy). Although no clinical trials have

been performed evaluating LIFMIOR therapy in patients with multiple sclerosis, clinical trials of other

TNF antagonists in patients with multiple sclerosis have shown increases in disease activity. A careful e

risk/benefit evaluation, including a neurologic assessment, is recommended when prescribing
LIFMIOR to patients with pre-existing or recent onset of demyelinating disease, or to those who are
considered to have an increased risk of developing demyelinating disease. @

Xe?)
Combination therapy \

In a controlled clinical trial of two years duration in rheumatoid arthritis patients, the combinat

LIFMIOR and methotrexate did not result in unexpected safety findings, and the safety pro @
@ dies

a

LIFMIOR when given in combination with methotrexate was similar to the profiles regoNfd

of LIFMIOR and methotrexate alone. Long-term studies to assess the safety of the co n are
ongoing. The long-term safety of LIFMIOR in combination with other disease-modgy1
antirheumatic drugs (DMARD) has not been established.

The use of LIFMIOR in combination with other systemic therapies or photefherapy for the treatment
of psoriasis has not been studied. @

Renal and hepatic impairment
Based on pharmacokinetic data (see section 5.2), no dose adjus ded in patients with renal
or hepatic impairment; clinical experience in such patients igda

Congestive heart failure (Cardiac failure congestive)
Physicians should use caution when using LIFMIO atients who have congestive heart failure
(CHF). There have been postmarketing reports o ming of CHF, with and without identifiable
precipitating factors, in patients taking LIFMICQN: have also been rare (< 0.1%) reports of new
onset CHF, including CHF in patients witiygit kno®n pre-existing cardiovascular disease. Some of

these patients have been under 50 years wo large clinical trials evaluating the use of
LIFMIOR in the treatment of CHF @ inated early due to lack of efficacy. Although not
s

conclusive, data from one of thesg ggest a possible tendency toward worsening CHF in those
patients assigned to LIFMIOR t @*

Alcoholic hepatitis Q

In a phase II randomis cebo-controlled study of 48 hospitalised patients treated with LIFMIOR or
placebo for moderat ere alcoholic hepatitis, LIFMIOR was not efficacious, and the mortality
rate in patients t%l LIFMIOR was significantly higher after 6 months. Consequently,
LIFMIOR sh be used in patients for the treatment of alcoholic hepatitis. Physicians should use
i %IFMIOR in patients who also have moderate to severe alcoholic hepatitis.

| R¢eb)-controlled trial, in which 89 adult patients were treated with LIFMIOR in addition to
rd therapy (including cyclophosphamide or methotrexate, and glucocorticoids) for a median
ion of 25 months, has not shown LIFMIOR to be an effective treatment for Wegener’s
ranulomatosis. The incidence of non-cutaneous malignancies of various types was significantly
igher in patients treated with LIFMIOR than in the control group. LIFMIOR is not recommended for
the treatment of Wegener’s granulomatosis.

Hypoglycaemia in patients treated for diabetes
There have been reports of hypoglycaemia following initiation of LIFMIOR in patients receiving
medication for diabetes, necessitating a reduction in anti-diabetic medication in some of these patients.
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Special populations

Elderly

In the Phase 3 studies in theumatoid arthritis, psoriatic arthritis, and ankylosing spondylitis, no overall
differences in adverse events, serious adverse events, and serious infections in patients age 65 or older
who received LIFMIOR were observed compared with younger patients. However, caution should be

exercised when treating the elderly and particular attention paid with respect to occurrence of
infections.
Paediatric population @

X e?)
Vaccinations \

It is recommended that paediatric patients, if possible, be brought up to date with all immunisajg
agreement with current immunisation guidelines prior to initiating LIFMIOR therapy (see

Vaccinations, above). Q
\m

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

4.5 Interaction with other medicinal products and other forms of'®&tion

Concurrent treatment with anakinra

Adult patients treated with LIFMIOR and anakinra were obse a higher rate of serious
infection when compared with patients treated with either L R or anakinra alone (historical
data).

In addition, in a double-blind placebo-controlled tri
methotrexate, patients treated with LIFMIOR an,
serious infections (7%) and neutropenia than p
4.8). The combination LIFMIOR and anawa
therefore not recommended. 0

dult patients receiving background

a were observed to have a higher rate of
nt®treated with LIFMIOR (see sections 4.4 and

ot demonstrated increased clinical benefit and is

Concurrent treatment with abatas
In clinical studies, concurrent a
incidences of serious advers
benefit; such use is not re

tion of abatacept and LIFMIOR resulted in increased
his combination has not demonstrated increased clinical
ded (see section 4.4).

Concurrent treatmen sulfasalazine

In a clinical studWof ad®{ patients who were receiving established doses of sulfasalazine, to which
LIFMIOR wa; patients in the combination group experienced a statistically significant
decrease i ite blood cell counts in comparison to groups treated with LIFMIOR or
sulfasda@ne. The clinical significance of this interaction is unknown. Physicians should use

cautic} considering combination therapy with sulfasalazine.
*

eractions
inical trials, no interactions have been observed when LIFMIOR was administered with
@ ucocorticoids, salicylates (except sulfasalazine), nonsteroidal anti-inflammatory drugs (NSAIDs),
analgesics, or methotrexate. See section 4.4 for vaccination advice.

No clinically significant pharmacokinetic drug-drug interactions were observed in studies with
methotrexate, digoxin or warfarin.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential
Women of childbearing potential should consider the use of appropriate contraception to avoid
becoming pregnant during LIFMIOR therapy and for three weeks after discontinuation of therapy.

Pregnancy

Developmental toxicity studies performed in rats and rabbits have revealed no evidence of harm to the é
foetus or neonatal rat due to etanercept. The effects of etanercept on pregnancy outcomes have been

investigated in two observational cohort studies. A higher rate of major birth defects was observed in @

one observational study comparing pregnancies exposed to etanercept (n=370) during the first & 6
trimester with pregnancies not exposed to etanercept or other TNF-antagonists (n=164) (adjusted \
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 i@
n

another observational multi-country registry study comparing the risk of adverse preg
in women exposed to etanercept during the first 90 days of pregnancy (n=425) to thgse
non-biologic drugs (n=3497), there was no observed increased risk of major birtpsmg (crude odds
ratio [OR]=1.22, 95% CI: 0.79-1.90; adjusted OR = 0.96, 95% CI: 0.58-1.60 asting for
country, maternal disease, parity, maternal age and smoking in early pregngffcy). This study also
showed no increased risks of minor birth defects, preterm birth, stillbirt ections in the first year
of life for infants born to women exposed to etanercept during pregn @F MIOR should only be
used during pregnancy if clearly needed.

Etanercept crosses the placenta and has been detected in the sag®g of infants born to female patients
treated with LIFMIOR during pregnancy. The clinical ifyga @ his is unknown, however, infants
may be at increased risk of infection. Administration of li accines to infants for 16 weeks after the
mother’s last dose of LIFMIOR is generally not rec@ended.

Breast-feeding Q

Etanercept has been reported to be excrete%u n milk following subcutaneous administration. In
lactating rats following subcutaneous adgfhiNgation, etanercept was excreted in the milk and detected
in the serum of pups. Because immun @ins, in common with many medicinal products, can be
excreted in human milk, a decisi @e made whether to discontinue breast-feeding or to
discontinue LIFMIOR therapy, to account the benefit of breast-feeding for the child and the
benefit of therapy for the wo,

Fertility
Preclinical data abous @ and postnatal toxicity of etanercept and of effects of etanercept on fertility
and general repiguctivlberformance are not available.

4.7 Effeé ility to drive and use machines
L 4
No s& the effects on the ability to drive and use machines have been performed.
<

desirable effects

rofile

he most commonly reported adverse reactions are injection site reactions (such as pain, swelling,
itching, reddening and bleeding at the puncture site), infections (such as upper respiratory infections,
bronchitis, bladder infections and skin infections), allergic reactions, development of autoantibodies,
itching, and fever.

Serious adverse reactions have also been reported for LIFMIOR. TNF-antagonists, such as LIFMIOR,

affect the immune system and their use may affect the body’s defenses against infection and cancer.
Serious infections affect fewer than 1 in 100 patients treated with LIFMIOR. Reports have included
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fatal and life-threatening infections and sepsis. Various malignancies have also been reported with use
of LIFMIOR, including cancers of the breast, lung, skin and lymph glands (lymphoma).

Serious haematological, neurological and autoimmune reactions have also been reported. These

include rare reports of pancytopenia and very rare reports of aplastic anaemia. Central and peripheral
demyelinating events have been seen rarely and very rarely, respectively, with LIFMIOR use. There
have been rare reports of lupus, lupus-related conditions, and vasculitis.

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 (numys &
patients expected to experience the reaction), using the following categories: very common (>
common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1, :

(<1/10,000); not known (cannot be estimated from the available data).

System Organ Very Common Uncommon Rare Frequency Not
Class Common >1/100 to >1/1,000 to <1/100 | >1/10,000 to %00 Known
>1/10 <1/10 <1/1,000 (Cannot be
& Estimated
from Available
Data)
Infections and Infection Serious infections Hepatitis B
infestations (including (including reactivation,
upper pneumonia, listeria
respiratory cellulitis, arthritis
tract bacterial, sepsis an
infection, parasitic infection)*
bronchitis, mycobacterial, viral
cystitis, O infections, and
skin Legionella)*
infection)*
Neoplasms No¥gnelanota skin | Malignant melanoma Merkel cell
benign, e see (see section 4.4), carcinoma (see
malignant and @ 4.4) lymphoma, section 4.4)
unspecified leukaemia
(including cysts
and polyps)
Blood and Thrombocytopenia, | Pancytopenia* Aplastic Histiocytosis
lymphatic O anaemia, anaemia* haematophagic
system disorders & leukopenia, (macrophage
neutropenia activation
R syndrome)*
Immune system llergic Vasculitis Serious Worsening of
disorders reactions (see | (including anti- allergic/anaphylactic symptoms of
% Skin and neutrophilic reactions (including dermatomyositis
subcutaneous | cytoplasmic antibody | angioedema,
tissue positive vasculitis) bronchospasm),
disorders), sarcoidosis
autoantibody
formation*

CNS demyelinating
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
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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
>1/10 <1/10 <1/1,000 (Cannot be
Estimated
from Available
Data)
demyelinating
polyneuropathy,
demyelinating
polyneuropathy, and
multifocal motor
neuropathy (see
section 4.4), seizure P
Eye disorders Uveitis, scleritis 2N
Cardiac Worsening of New onset cardiac \\
disorders cardiac failure failure congestive
congestive (see (see section 4.4)
section 4.4) R
Respiratory, Interstitial lung M
thoracic, and disease (including
mediastinal pneumonitis and
disorders pulmonary fibrosis)*
Hepatobiliary Elevated liver Autoimmune v
disorders enzymes* hepatitis*
Skin and Pruritus, rash | Angioedema, Stevens-Johnso Toxic
subcutaneous psoriasis (including | syndrome, cut@ ¢ epidermal
tissue disorders new onset or vasculitis (g ) necrolysis
worsening and hypersen )
pustular, primarily vascyffin a
palms and soles), ey lichenoid
urticaria, n
psoriasiform rash
Musculoskeletal Qwtaneous lupus
and connective erythematosus,
tissue disorders subacute cutaneous
Q lupus erythematosus,
lupus-like syndrome
General Injection Pyrexia \ .
disorders and site
administration reactions 4
site conditions (including 0
bleeding,
bruising,
erythema,
itching,
pain, &
swelling

*see Description of se

Description o

ted a

reactions, below.

d adverse reactions

and lymphoproliferative disorders
and twenty-nine new malignancies of various types were observed in 4,114 rheumatoid

Maliglg Q

atients treated in clinical trials with LIFMIOR for up to approximately 6 years, including
tients treated with LIFMIOR in combination with methotrexate in the 2-year active-controlled
y. The observed rates and incidences in these clinical trials were similar to those expected for the
Qjopulation studied. A total of 2 malignancies were reported in clinical studies of approximately 2

years duration involving 240 LIFMIOR-treated psoriatic arthritis patients. In clinical studies
conducted for more than 2 years with 351 ankylosing spondylitis patients, 6 malignancies were
reported in LIFMIOR-treated patients. In a group of 2,711 plaque psoriasis patients treated with
LIFMIOR in double-blind and open-label studies of up to 2.5 years, 30 malignancies and 43
nonmelanoma skin cancers were reported.

In a group of 7,416 patients treated with LIFMIOR in rheumatoid arthritis, psoriatic arthritis,
ankylosing spondylitis and psoriasis clinical trials, 18 lymphomas were reported.
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Reports of various malignancies (including breast and lung carcinoma and lymphoma) have also been
received in the postmarketing period (see section 4.4).

Injection site reactions

Compared to placebo, patients with theumatic diseases treated with LIFMIOR had a significantly

higher incidence of injection site reactions (36% vs. 9%). Injection site reactions usually occurred in

the first month. Mean duration was approximately 3 to 5 days. No treatment was given for the é
majority of injection site reactions in the LIFMIOR treatment groups, and the majority of patients who

were given treatment received topical preparations such as corticosteroids, or oral antihistamines.

Additionally, some patients developed recall injection site reactions characterised by a skin reaction a%

the most recent site of injection along with the simultaneous appearance of injection site reactlon

previous injection sites. These reactions were generally transient and did not recur with treatm ¢

In controlled trials in patients with plaque psoriasis, approximately 13.6% of patients tge
LIFMIOR developed injection site reactions compared with 3.4% of placebo-treated p urmg
the first 12 weeks of treatment.

Serious infections @

In placebo-controlled trials, no increase in the incidence of serious infectioﬁata , life threatening, or
requiring hospitalisation or intravenous antibiotics) was observed. Serioy®y tions occurred in 6.3%
of rheumatoid arthritis patients treated with LIFMIOR for up to 48 @hese included abscess (at
various sites), bacteraemia, bronchitis, bursitis, cellulitis, cholecysti \rrhoea, diverticulitis,

r, mouth infection,

N scptic arthritis, sinusitis, skin

osteomyelitis, otitis, peritonitis, pneumonia, pyelonephritis,
infection, skin ulcer, urinary tract infection, vasculitis, a d infection. In the 2-year
active-controlled study where patients were treated with e1 IFMIOR alone, methotrexate alone or
LIFMIOR in combination with methotrexate, the ra serious infections were similar among the
treatment groups. However, it cannot be exclude combination of LIFMIOR with
methotrexate could be associated with an increMg itéhe rate of infections.

&mong patients treated with LIFMIOR and those
N acebo-controlled trials of up to 24 weeks duration.
Serious infections experienced R-treated patients included cellulitis, gastroenteritis,
pneumonia, cholecystitis, osteo (1% gastritis, appendicitis, Streptococcal fasciitis, myositis, septic
shock, diverticulitis and abs e double-blind and open-label psoriatic arthritis trials, 1 patient

reported a serious infectig g monia).
a

There were no differences in rates of infj
treated with placebo for plaque psoriagy

Serious and fatal mf ve been reported during use of LIFMIOR; reported pathogens include
bacteria, mycob cludlng tuberculosis), viruses and fungi. Some have occurred within a few
weeks after injsiy treatment with LIFMIOR in patients who have underlying conditions (e.g.,
diabetes, CORET @ ¥ heart failure, history of active or chronic infections) in addition to their

cgionella), 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 LIFMIOR. 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 Preumocystis pneumonia, unspecified systemic fungal
infections, and aspergillosis (see section 4.4).
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Autoantibodies

Adult patients had serum samples tested for autoantibodies at multiple timepoints. Of the rheumatoid
arthritis patients evaluated for antinuclear antibodies (ANA), the percentage of patients who developed
new positive ANA (=1:40) was higher in patients treated with LIFMIOR (11%) than in
placebo-treated patients (5%). The percentage of patients who developed new positive
anti-double-stranded DNA antibodies was also higher by radioimmunoassay (15% of patients treated

with LIFMIOR compared to 4% of placebo-treated patients) and by Crithidia luciliae assay (3% of

patients treated with LIFMIOR compared to none of placebo-treated patients). The proportion of é
patients treated with LIFMIOR who developed anticardiolipin antibodies was similarly increased

compared to placebo-treated patients. The impact of long-term treatment with LIFMIOR on the @
development of autoimmune diseases is unknown. * \6

There have been rare reports of patients, including rheumatoid factor positive patients, who ha
developed other autoantibodies in conjunction with a lupus-like syndrome or rashes that are

compatible with subacute cutaneous lupus or discoid lupus by clinical presentation anc@

Pancytopenia and aplastic anaemia Q
There have been postmarketing reports of pancytopenia and aplastic anaemia, s ich had fatal
outcomes (see section 4.4).

Interstitial lung disease @&

In controlled clinical trials of etanercept across all indications, the ft (incidence proportion) of
interstitial lung disease in patients receiving etanercept without con nt methotrexate was 0.06%
(frequency rare). In the controlled clinical trials that allowed cqyfc reatment with etanercept

and methotrexate, the frequency (incidence proportion) of i jal lung disease was 0.47%
(frequency uncommon). There have been postmarketin f interstitial lung disease (including
pneumonitis and pulmonary fibrosis), some of which had outcomes.

O

Concurrent treatment with anakinra
In studies when adult patients received concurr@atment with LIFMIOR plus anakinra, a higher
rate of serious infections compared to LIFIPQOR aYone was observed and 2% of patients (3/139)
developed neutropenia (absolute neutrorgja t < 1000/mm’). While neutropenic, one patient
developed cellulitis that resolved afte& @halisation (see sections 4.4 and 4.5).

Elevated liver enzymes

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

methotrexate, th&equéNgy (incidence proportion) of adverse events of elevated liver enzymes was

4.18% (freque%&nmon).

Autoi % fhpatitis
In co clinical trials of etanercept across all indications, the frequency (incidence proportion) of
\(d ne hepatitis in patients receiving etanercept without concomitant methotrexate was 0.02%
%ncy rare). In the controlled clinical trials that allowed concomitant treatment with etanercept
ethotrexate, the frequency (incidence proportion) of autoimmune hepatitis was 0.24%

@frequency uncommon).

Paediatric population

Undesirable effects in paediatric patients with juvenile idiopathic arthritis

In general, the adverse events in paediatric patients with juvenile idiopathic arthritis were similar in
frequency and type to those seen in adult patients. Differences from adults and other special
considerations are discussed in the following paragraphs.
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The types of infections seen in clinical trials in juvenile idiopathic arthritis patients aged 2 to 18 years
were generally mild to moderate and consistent with those commonly seen in outpatient paediatric
populations. Severe adverse events reported included varicella with signs and symptoms of aseptic
meningitis, which resolved without sequelae (see also section 4.4), appendicitis, gastroenteritis,
depression/personality disorder, cutaneous ulcer, oesophagitis/gastritis, group A streptococcal septic
shock, type I diabetes mellitus, and soft tissue and post-operative wound infection.

In one study in children with juvenile idiopathic arthritis aged 4 to 17 years, 43 of 69 (62%) children é
experienced an infection while receiving LIFMIOR during 3 months of the study (part 1, open-label),

and the frequency and severity of infections was similar in 58 patients completing 12 months of @
open-label extension therapy. The types and proportion of adverse events in juvenile idiopathic & 6
arthritis patients were similar to those seen in trials of LIFMIOR in adult patients with rheumatoi

arthritis, and the majority were mild. Several adverse events were reported more commonly in

juvenile idiopathic arthritis patients receiving 3 months of LIFMIOR compared to the 349 aduf

rheumatoid arthritis patients. These included headache (19% of patients, 1.7 events per, pNfenN\year),

nausea (9%, 1.0 event per patient year), abdominal pain (19%, 0.74 events per patient Ngnd

vomiting (13%, 0.74 events per patient year).

There were 4 reports of macrophage activation syndrome in juvenile idiopathic @s clinical trials.

LIFMIOR from post-marketing sources, including a very small num ses indicating a positive

There have been reports of inflammatory bowel disease and uveitis in J@&nts being treated with
[
rechallenge (see section 4.4).

Undesirable effects in paediatric patients with plaque psorigg
In a 48-week study in 211 children aged 4 to 17 years tric plaque psoriasis, the adverse

events reported were similar to those seen in previous stu adults with plaque psoriasis.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after au@ion of the medicinal product is important. It
allows continued monitoring of the beneﬁwa nce of the medicinal product. Healthcare
professionals are asked to report any sus@ dverse reactions via the national reporting system

listed in Appendix V. 0
4.9 Overdose 6
No dose-limiting toxicitie bserved during clinical trials of rheumatoid arthritis patients. The

subcutaneous doses /m* administered twice weekly. One rheumatoid arthritis patient
mistakenly self-&miniNgred 62 mg LIFMIOR subcutaneously twice weekly for 3 weeks without

highest dose level evalE has been an intravenous loading dose of 32 mg/m® followed by
experlencmg ble effects. There is no known antidote to LIFMIOR.

5 QACOLOGICAL PROPERTIES
\ armacodynamic properties

armacotherapeutic group: Immunosuppressants, Tumour Necrosis Factor alpha (TNF-a) inhibitors,
'ATC code: LO4ABO1

Tumour necrosis factor (TNF) is a dominant cytokine in the inflammatory process of rheumatoid
arthritis. Elevated levels of TNF are also found in the synovium and psoriatic plaques of patients with
psoriatic arthritis and in serum and synovial tissue of patients with ankylosing spondylitis. In plaque
psoriasis, infiltration by inflammatory cells including T-cells leads to increased TNF levels in psoriatic
lesions compared with levels in uninvolved skin. Etanercept is a competitive inhibitor of TNF-binding
to its cell surface receptors and thereby inhibits the biological activity of TNF. TNF and lymphotoxin
are pro-inflammatory cytokines that bind to two distinct cell surface receptors: the 55-kilodalton (p55)
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and 75-kilodalton (p75) tumour necrosis factor receptors (TNFRs). Both TNFRs exist naturally in
membrane-bound and soluble forms. Soluble TNFRs are thought to regulate TNF biological activity.

TNF and lymphotoxin exist predominantly as homotrimers, with their biological activity dependent on
cross-linking of cell surface TNFRs. Dimeric soluble receptors such as etanercept possess a higher

affinity for TNF than monomeric receptors and are considerably more potent competitive inhibitors of

TNF binding to its cellular receptors. In addition, use of an immunoglobulin Fc region as a fusion

element in the construction of a dimeric receptor imparts a longer serum half-life. é

Mechanism of action

Much of the joint pathology in rheumatoid arthritis and ankylosing spondylitis and skin pathology 4 6
plaque psoriasis is mediated by pro-inflammatory molecules that are linked in a network controll ,\
TNF. The mechanism of action of etanercept is thought to be its competitive inhibition of TNE

binding to cell surface TNFR, preventing TNF-mediated cellular responses by rendering TNF

biologically inactive. Etanercept may also modulate biologic responses controlled by aj %
downstream molecules (e.g., cytokines, adhesion molecules, or proteinases) that areib& T

regulated by TNF.

Clinical efficacy and safety

This section presents data from four randomised controlled trials in adults ﬁrheumatoid arthritis,
one study in adults with psoriatic arthritis, one study in adults with ankyj@$n¥spondylitis, one study
in adults with non-radiographic axial spondyloarthritis, four studies iﬁ;wwith plaque psoriasis,

three studies in juvenile idiopathic arthritis and one study in paedia ients with plaque psoriasis.

Adult patients with rheumatoid arthritis

The efficacy of LIFMIOR was assessed in a randomisedizdd @ blind, placebo-controlled study. The
study evaluated 234 adult patients with active rheumatoid Mghritis who had failed therapy with at least
one but no more than four disease-modifying antirh tic drugs (DMARDSs). Doses of 10 mg or

25 mg LIFMIOR or placebo were administered ously twice a week for 6 consecutive
months. The results of this controlled trial wer@gsed in percentage improvement in rheumatoid
arthritis using American College of Rheurf§golog(ACR) response criteria.

'@ents treated with LIFMIOR at 3 and 6 months than in
FMIOR 62% and 59%, placebo 23% and 11% at 3 and

R 41% and 40%, placebo 8% and 5% at months 3 and 6,
cebo at all timepoints for both ACR 20 and ACR 50 responses).

ACR 20 and 50 responses were highe

patients treated with placebo (A :
6 months respectively: ACR 50:;
respectively; p<0.01 LIFMI

Approximately 15% o %ﬁ s who received LIFMIOR achieved an ACR 70 response at month 3 and

month 6 compared t an 5% of subjects in the placebo arm. Among patients receiving

LIFMIOR, the cWNgical onses generally appeared within 1 to 2 weeks after initiation of therapy and

nearly always d by 3 months. A dose response was seen; results with 10 mg were intermediate

between pl d 25 mg. LIFMIOR was significantly better than placebo in all components of the

ACR ait@well as other measures of theumatoid arthritis disease activity not included in the ACR

respo, ria, such as morning stiffness. A Health Assessment Questionnaire (HAQ), which

i ed§lisability, vitality, mental health, general health status, and arthritis-associated health status
ins, was administered every 3 months during the trial. All subdomains of the HAQ were

ved in patients treated with LIFMIOR compared to controls at 3 and 6 months.

@After discontinuation of LIFMIOR, symptoms of arthritis generally returned within a month.
Re-introduction of treatment with LIFMIOR after discontinuation of up to 24 months resulted in the
same magnitudes of responses as patients who received LIFMIOR without interruption of therapy
based on results of open-label studies. Continued durable responses have been seen for up to 10 years
in open-label extension treatment trials when patients received LIFMIOR without interruption.

The efficacy of LIFMIOR was compared to methotrexate in a randomised, active-controlled study

with blinded radiographic evaluations as a primary endpoint in 632 adult patients with active
rheumatoid arthritis (<3 years duration) who had never received treatment with methotrexate. Doses of
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10 mg or 25 mg LIFMIOR were administered SC twice a week for up to 24 months. Methotrexate

doses were escalated from 7.5 mg/week to a maximum of 20 mg/week over the first 8 weeks of the

trial and continued for up to 24 months. Clinical improvement including onset of action within

2 weeks with LIFMIOR 25 mg was similar to that seen in the previous trials, and was maintained for

up to 24 months. At baseline, patients had a moderate degree of disability, with mean HAQ scores of

1.4 to 1.5. Treatment with LIFMIOR 25 mg resulted in substantial improvement at 12 months, with

about 44% of patients achieving a normal HAQ score (less than 0.5). This benefit was maintained in

Year 2 of this study. b

In this study, structural joint damage was assessed radiographically and expressed as change in Total

Sharp Score (TSS) and its components, the erosion score and Joint Space Narrowing (JSN) score. 6
Radiographs of hands/wrists and feet were read at baseline and 6, 12, and 24 months. The 10 mg
LIFMIOR dose had consistently less effect on structural damage than the 25 mg dose. LIFMIQOJ

25 mg was significantly superior to methotrexate for erosion scores at both 12 and 24 months.
differences in TSS and JSN were not statistically significant between methotrexate an K

25 mg. The results are shown in the figure below. \

Radiographic Progression: Comparison of LIFMIOR vs Methotre Qatients with
RA of <3 Years Duration

2.5, 12 Months 25 &onths
2.2

H.H.

Erosions JSN

2.01 2.0

1.51 1.3
1.01 08 O9° @
0. W* 0.4 0.4 .5
W\Q

JS

TSS Erosions

Change from Baseline

A

|:| MTX
Bl LIFMIOR 25 mg
*p <0.05

) ouble—bhnd, randomised study, clinical efficacy, safety, and

RA patients treated with LIFMIOR alone (25 mg twice weekly),
methotrexate a 7.5 t®20 mg weekly, median dose 20 mg), and of the combination of LIFMIOR
and methotre% 1ated concurrently were compared in 682 adult patients with active rheumatoid
arthritj s to 20 years duration (median 5 years) who had a less than satisfactory response to
at least ase-modifying antirheumatic drug (DMARD) other than methotrexate.

@\ the LIFMIOR in combination with methotrexate therapy group had significantly higher
(R 20, ACR 50, ACR 70 responses and improvement for DAS and HAQ scores at both 24 and
eeks than patients in either of the single therapy groups (results shown in table below).

&1gmﬁcant advantages for LIFMIOR in combination with methotrexate compared with LIFMIOR
monotherapy and methotrexate monotherapy were also observed after 24 months.

In another active-co
radiographic pr TesS19
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Clinical Efficacy Results at 12 Months: Comparison of LIFMIOR vs Methotrexate vs LIFMIOR
in Combination with Methotrexate in Patients with RA of 6 Months To 20 Years Duration

LIFMIOR +
Endpoint Methotrexate LIFMIOR Methotrexate
(n=228) (n=223) (n=231)
ACR Responses”
ACR 20 58.8% 65.5% 74.5% é
ACR 50 36.4% 43.0% 63.2% ™
ACR 70 16.7% 22.0% 39.8% ™ 96
.
DAS K\
Baseline score® 5.5 5.7 5.5
Week 52 score” 3.0 3.0 2.3 O

Remission® 14% 18% 37°/§®
Baseline 1.7 1.7 @

Week 52 1.1 1.0 ghe

a: Patients who did not complete 12 months in the study were considered to b&n-responders.
b: Values for Disease Activity Score (DAS) are means.

c: Remission is defined as DAS <1.6

Pairwise comparison p-values: T = p < 0.05 for comparisons of LIF
methotrexate and ¢ = p < 0.05 for comparisons of LIFMIOR + m

ethotrexate vs

Radiographic progression at 12 months was significantly the LIFMIOR group than in the
methotrexate group, while the combination was signjfagantly®better than either monotherapy at
slowing radiographic progression (see figure below

Radiographic Progression: Compagison FMIOR vs Methotrexate vs LIFMIOR in

Combination with Methotrexate i jents with RA of 6 Months To 20 Years Duration
onth Results)

3 0
1 Methotrexate
N LIFMIOR
O I LIFMIOR + Methotrexate
2
1.68

‘ 2 ’ -1 =
—TS8S— —FErosions— —JSN—

Pairwise comparison p-values: * = p < 0.05 for comparisons of LIFMIOR vs methotrexate,
+=p <0.05 for comparisons of LIFMIOR + methotrexate vs methotrexate and ¢ =
p < 0.05 for comparisons of LIFMIOR + methotrexate vs LIFMIOR

Significant advantages for LIFMIOR in combination with methotrexate compared with LIFMIOR
monotherapy and methotrexate monotherapy were also observed after 24 months. Similarly, the
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significant advantages for LIFMIOR monotherapy compared with methotrexate monotherapy were
also observed after 24 months.

In an analysis in which all patients who dropped out of the study for any reason were considered to
have progressed, the percentage of patients without progression (TSS change < 0.5) at 24 months was
higher in the LIFMIOR in combination with methotrexate group compared with the LIFMIOR alone

and methotrexate alone groups (62%, 50%, and 36%, respectively; p<0.05). The difference between
LIFMIOR alone and methotrexate alone was also significant (p<0.05). Among patients who completed é
a full 24 months of therapy in the study, the non-progression rates were 78%, 70%, and 61%,
respectively. @
<

The safety and efficacy of 50 mg LIFMIOR (two 25 mg SC injections) administered once weekly,
were evaluated in a double-blind, placebo-controlled study of 420 patients with active RA. In t}a
study, 53 patients received placebo, 214 patients received 50 mg LIFMIOR once weekly and @
patients received 25 mg LIFMIOR twice weekly. The safety and efficacy profiles of thy
LIFMIOR treatment regimens were comparable at week 8 in their effect on signs and s of
RA; data at week 16 did not show comparability (non-inferiority) between the two ggi . A single
50 mg/ml injection of LIFMIOR was found to be bioequivalent to two simultane% Wtions of

25 mg/ml.

Adult patients with psoriatic arthritis

The efficacy of LIFMIOR was assessed in a randomised, double-blin o-controlled study in
205 patients with psoriatic arthritis. Patients were between 18 and 7 s of age and had active
psoriatic arthritis (= 3 swollen joints and > 3 tender joints) in a f the following forms:

(1) distal interphalangeal (DIP) involvement; (2) polyarticulgmg¥Nyitis (absence of rheumatoid nodules
and presence of psoriasis); (3) arthritis mutilans; (4) asy®g @o psoriatic arthritis; or (5) spondylitis-
like ankylosis. Patients also had plaque psoriasis with a qu Ing target lesion = 2 cm in diameter.
Patients had previously been treated with NSAIDs (@, DMARD:s (80%), and corticosteroids
(24%). Patients currently on methotrexate thera for = 2 months) could continue at a stable
dose of <25 mg/week methotrexate. Doses of @of LIFMIOR (based on dose-finding studies in
patients with rheumatoid arthritis) or place®Q were administered SC twice a week for 6 months. At the
end of the double-blind study, patients er a long-term open-label extension study for a total
duration of up to 2 years.

Clinical responses were express
response and percentages wij

are summarised in the ta

@ percentages of patients achieving the ACR 20, 50, and 70
yPOvement in Psoriatic Arthritis Response Criteria (PsARC). Results

76



Responses of Patients with Psoriatic Arthritis in a
Placebo-Controlled Trial
Percent of Patients

Placebo LIFMIOR?
Psoriatic Arthritis Response n=104 n=101
ACR 20
Month 3 15 59°
Month 6 13 50°

ACR 50 . 6
Month 3 4 38° \
Month 6 4 37° O

ACR 70 Q
Month 3 0 11 \

Month 6 % 0

PsARC @

Month 3 31
Month 6 23

a: 25 mg LIFMIOR SC twice weekly :U

—_—

b: p<0.001, LIFMIOR vs. placebo
c: p<0.01, LIFMIOR vs. placebo

Among patients with psoriatic arthritis who received LI @the clinical responses were apparent
at the time of the first visit (4 weeks) and were maintain&ough 6 months of therapy. LIFMIOR

was significantly better than placebo in all measure
were similar with and without concomitant met
patients was assessed at every timepoint using
score was significantly improved at all timyQoints

relative to placebo (p < 0.001). C)

@e psoriatic arthritis study. Radiographs of hands and wrists
> 12, and 24. The modified TSS at 12 months is presented in

the Table below. In an analyg#y ich all patients who dropped out of the study for any reason were
considered to have progr e percentage of patients without progression (TSS change < 0.5) at
12 months was higherg LIFMIOR group compared with the placebo group (73% vs. 47%,
respectively, p < 0.0 e effect of LIFMIOR on radiographic progression was maintained in
patients who cowd treatment during the second year. The slowing of peripheral joint damage
was observed% nts with polyarticular symmetrical joint involvement.

isease activity (p <0.001), and responses
therapy. Quality of life in psoriatic arthritis
bility index of the HAQ. The disability index
psoriatic arthritis patients treated with LIFMIOR,

Radiographic changes were asse
were obtained at baseline and

L 4
’\Q Mean (SE) Annualized Change from Baseline in Total Sharp Score
. hd
\\) Placebo Etanercept
Time (n=104) (n=101)
@ Month 12 1.00 (0.29) -0.03 (0.09)"

SE = standard error.
a.p=0.0001.

LIFMIOR treatment resulted in improvement in physical function during the double-blind period, and
this benefit was maintained during the longer-term exposure of up to 2 years.

There is insufficient evidence of the efficacy of LIFMIOR in patients with ankylosing spondylitis-like
and arthritis mutilans psoriatic arthropathies due to the small number of patients studied.
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No study has been performed in patients with psoriatic arthritis using the 50 mg once weekly dosing
regimen. Evidence of efficacy for the once weekly dosing regimen in this patient population has been
based on data from the study in patients with ankylosing spondylitis.

Adult patients with ankylosing spondylitis

The efficacy of LIFMIOR in ankylosing spondylitis was assessed in 3 randomised, double-blind

studies comparing twice weekly administration of 25 mg LIFMIOR with placebo. A total of 401

patients were enrolled from which 203 were treated with LIFMIOR. The largest of these trials (n= é
277) enrolled patients who were between 18 and 70 years of age and had active ankylosing spondylitis

defined as visual analog scale (VAS) scores of > 30 for average of duration and intensity of morning @
stiffness plus VAS scores of = 30 for at least 2 of the following 3 parameters: patient global ¢ 6
assessment; average of VAS values for nocturnal back pain and total back pain; average of 10

questions on the Bath Ankylosing Spondylitis Functional Index (BASFI). Patients receiving K
DMARDs, NSAIDS, or corticosteroids could continue them on stable doses. Patients with ¢g
ankylosis of the spine were not included in the study. Doses of 25 mg of LIFMIOR (b
dose-finding studies in patients with rheumatoid arthritis) or placebo were administer
subcutaneously twice a week for 6 months in 138 patients.

The primary measure of efficacy (ASAS 20) was a 220% improvement in at lea the 4
Assessment in Ankylosing Spondylitis (ASAS) domains (patient global as
BASFI, and inflammation) and absence of deterioration in the remainin
responses used the same criteria with a 50% improvement or a 70% 4

ent, respectively.

Compared to placebo, treatment with LIFMIOR resulted in sig
ASAS 50 and ASAS 70 as early as 2 weeks after the initiati

rovements in the ASAS 20,

Responses of Patients with Ankylo%ng Spondylitis in a
Placebo-Con Trial
6 Percent of Patients
Placebo LIFMIOR
Ankylosing Spondyl N=139 N =138
Response 1
ASAS 20
2 weeks 22 46"
27 60°
23 58"
7 24*

\ 13 45°
%» 6 months 10 42°
. ASAS 70:

\ 2 weeks 2 12°

3 months 29°

e’ O
\ 6 months 5 28°

a: p <0.001, LIFMIOR vs. Placebo
@ b: p =0.002, LIFMIOR vs. placebo

3

Among patients with ankylosing spondylitis who received LIFMIOR, the clinical responses were
apparent at the time of the first visit (2 weeks) and were maintained through 6 months of therapy.
Responses were similar in patients who were or were not receiving concomitant therapies at baseline.

Similar results were obtained in the 2 smaller ankylosing spondylitis trials.
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In a fourth study, the safety and efficacy of 50 mg LIFMIOR (two 25 mg SC injections) administered
once weekly vs 25 mg LIFMIOR administered twice weekly were evaluated in a double-blind,
placebo-controlled study of 356 patients with active ankylosing spondylitis. The safety and efficacy
profiles of the 50 mg once weekly and 25 mg twice weekly regimens were similar.

Adult patients with non-radiographic axial spondyloarthritis

The efficacy of LIFMIOR in patients with non-radiographic axial spondyloarthritis (nr-AxSpa) was

assessed in a randomised, 12-week double-blind, placebo-controlled study. The study evaluated é

215 adult patients (modified intent-to-treat population) with active nr-AxSpa (18 to 49 years of age),

defined as those patients meeting the ASAS classification criteria of axial spondyloarthritis but did not @

meet the modified New York criteria for AS. Patients were also required to have an inadequate ¢ 6

response or intolerance to two or more NSAIDs. In the double-blind period, patients received &

LIFMIOR 50 mg weekly or placebo for 12 weeks. The primary measure of efficacy (ASAS 4

40% improvement in at least three of the four ASAS domains and absence of deterioratign m

%E L&all

iliac joint

remaining domain. The double-blind period was followed by an open-label period duri
patients receive LIFMIOR 50 mg weekly for up to an additional 92 weeks. MRIs of t
and spine were obtained to assess inflammation at baseline and at weeks 12 and 10

ASAS 40, ASAS 20 and ASAS 5/6. Significant improvement was also obs8&ed for the ASAS partial
remission and BASDAI 50. Week 12 results are shown in the table bel

Efficacy Response in Placebo-Controlled nr-AxSpa Stud %t of Patients Achieving
Endpoints Q

Compared to placebo, treatment with LIFMIOR resulted in statistically sigt&a%rovement in the

Double-Blind Clinical LIFMIOR
Responses at Week 12 @ N=103 to 105*
ASAS** 40 7 32.4°
ASAS 20 36.1 52.4°
ASAS 5/6 Q 10.4 33.0°
ASAS partial remission M 11.9 24.8°
BASDAI**50 X T 59 438

*Some patients did not provide cdnpl§te data for each endpoint

** ASAS=Assessments in Spgn hritis International Society

,_.

***Bath Ankylosing Spo -
a: p<0.001, b:<0.01 and ¢

1sease Activity Index
. ¥, respectively between LIFMIOR and placebo

At week 12, there was a Qlly significant improvement in the SPARCC (Spondyloarthritis
Research Consornuvg da) score for the sacroiliac joint (SIJ) as measured by MRI for patients

receiving LIFM{OR ted mean change from baseline was 3.8 for LIFMIOR treated (n=95)
versus 0.8 for o treded (n=105) patients (p<0.001). At week 104, the mean change from
baseline in th CC score measured on MRI for all LIFMIOR-treated subjects was 4.64 for the
S1 (n—15 740 the spine (n=154).

howed statistically significantly greater improvement from baseline to week 12 compared
in most health-related quality of life and physical function assessments, including BASFI
nkylosing Spondylitis Functional Index), EuroQol 5D Overall Health State Score and SF-36
sical Component Score.

Clinical responses among nr-AxSpa patients who received LIFMIOR were apparent at the time of the
first visit (2 weeks) and were maintained through 2 years of therapy. Improvements in health-related
quality of life and physical function were also maintained through 2 years of therapy. The 2 year data
did not reveal any new safety findings. At week 104, 8 subjects had progressed to a score of bilateral
Grade 2 on spinal X-ray according to the modified New York Radiological Grade, indicative of axial
spondyloarthropathy.
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Adult patients with plaque psoriasis

LIFMIOR is recommended for use in patients as defined in section 4.1. Patients who “failed to
respond to” in the target population is defined by insufficient response (PASI<50 or PGA less than
good), or worsening of the disease while on treatment, and who were adequately dosed for a
sufficiently long duration to assess response with at least each of the three major systemic therapies as
available.

The efficacy of LIFMIOR versus other systemic therapies in patients with moderate to severe psoriasis é
(responsive to other systemic therapies) has not been evaluated in studies directly comparing
LIFMIOR with other systemic therapies. Instead, the safety and efficacy of LIFMIOR were assessed @

in four randomised, double-blind, placebo-controlled studies. The primary efficacy endpoint in all fou%
studies was the proportion of patients in each treatment group who achieved the PASI 75 (i.e., at
a 75% improvement in the Psoriasis Area and Severity Index score from baseline) at 12 weekso

i N@wg >
k were

for

Study 1 was a Phase 2 study in patients with active but clinically stable plaque psorias
10% of the body surface area that were > 18 years old. One hundred and twelve (112)
randomised to receive a dose of 25 mg of LIFMIOR (n=57) or placebo (n=55) twicqa
24 weeks.

Study 2 evaluated 652 patients with chronic plaque psoriasis using the samefinclusion criteria as study
1 with the addition of a minimum psoriasis area and severity index (PA > 0 at screening.
LIFMIOR was administered at doses of 25 mg once a week, 25 mg t3y veek or 50 mg twice a
week for 6 consecutive months. During the first 12 weeks of the do % ind treatment period,
patients received placebo or one of the above three LIFMIOR gs¢ 12 weeks of treatment,
patients in the placebo group began treatment with blinded LMQNOR (25 mg twice a week); patients
in the active treatment groups continued to week 24 on % o which they were originally

randomised.

received a dose of 25 mg or 50 mg LIFMIOR, bo twice a week for 12 weeks and then all

Study 3 evaluated 583 patients and had the Sam@ n criteria as study 2. Patients in this study
1
patients received open-label 25 mg LIFM twict weekly for an additional 24 weeks.

Study 4 evaluated 142 patients and ha Jor inclusion criteria to studies 2 and 3. Patients in this
study received a dose of 50 mg or placebo once weekly for 12 weeks and then all patients
received open-label 50 mg LIF ce weekly for an additional 12 weeks.

In study 1, the LIFMIOR
75 response at week 1
56% of patients in th
placebo-treated PRgients?

group had a significantly higher proportion of patients with a PASI
%) compared to the placebo-treated group (2%) (p<0.0001). At 24 weeks,
OR-treated group had achieved the PASI 75 compared to 5% of

ey results of studies 2, 3 and 4 are shown below.
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Responses of Patients with Psoriasis in Studies 2, 3 And 4

———————————————— Study 2 Study 3 Study 4
-------- LIFMIOR------- ----LIFMIOR--- -—--LIFMIOR---
25 mg 50 mg 25mg  50mg 50mg  50mg
Placebo BIW BIW Placebo | BIW BIW | Placebo Qw Qw

n=166 | n= n= n= n=|n=193 | n=19 n=196 | n=46 n=96 n=90
wk12 | 162 162 164 164 | wk12 wk 12 wk 12 wk 12 wk12  wk24®

Respons wk wk wk wk

e (%) 12 24 12 24
PASI 50 14 |58 70 74*% 77 9 64* 77* 9 69* 83
PASI 75 4 [34* 44 49+ 59 3 34% 49% 2 38 %
DSGA®, \
clear or O

almost

clear 5 34* 39 49* 55 4 39* 57* 4 3 64

*p <0.0001 compared with placebo

a. No statistical comparisons to placebo were made at week 24 in studies 2 and 42 the original
r

placebo group began receiving LIFMIOR 25 mg BIW or 50 mg once weekly fr k 13 to week 24.
b. Dermatologist Static Global Assessment. Clear or almost clear defined aﬂ) n a0 to 5 scale.

Among patients with plaque psoriasis who received LIFMIOR, sig ;responses relative to
placebo were apparent at the time of the first visit (2 weeks) an tained through 24 weeks of
therapy.

Study 2 also had a drug withdrawal period during whichNQ who achieved a PASI improvement
of at least 50% at week 24 had treatment stopped. Pgmgts were observed off treatment for the
occurrence of rebound (PASI 2150% of baseline the time to relapse (defined as a loss of at
least half of the improvement achieved betwee\@ine and week 24). During the withdrawal period,
symptoms of psoriasis gradually returned %gth a Median time to disease relapse of 3 months. No
rebound flare of disease and no psoriasi & serious adverse events were observed. There was
some evidence to support a benefit of ge¥ged)ment with LIFMIOR in patients initially responding to

treatment.

Q %) who were initially randomised to 50 mg twice weekly and
pd at week 12 to 25 mg twice weekly maintained their PASI 75
or'patients who received 25 mg twice weekly throughout the study, the

In study 3, the majority of pag
had their LIFMIOR dose
response through week 3

PASI 75 response co o improve between weeks 12 and 36.
In study 4, the OR-treated group had a higher proportion of patients with PASI 75 at week 12
(38%) compa e placebo-treated group (2%) (p<0.0001). For patients who received 50 mg once

weekly thou! t the study, the efficacy responses continued to improve with 71% achieving PASI

75 at (&

<

grm (up to 34 months) open-label studies where LIFMIOR was given without interruption,
Nl responses were sustained and safety was comparable to shorter-term studies.

@An analysis of clinical trial data did not reveal any baseline disease characteristics that would assist
clinicians in selecting the most appropriate dosing option (intermittent or continuous). Consequently,
the choice of intermittent or continuous therapy should be based upon physician judgment and
individual patient needs.

Antibodies to LIFMIOR

Antibodies to etanercept have been detected in the sera of some subjects treated with etanercept.
These antibodies have all been non-neutralising and are generally transient. There appears to be no
correlation between antibody development and clinical response or adverse events.
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In subjects treated with approved doses of etanercept in clinical trials for up to 12 months, cumulative
rates of anti-etanercept antibodies were approximately 6% of subjects with rheumatoid arthritis, 7.5%
of subjects with psoriatic arthritis, 2% of subjects with ankylosing spondylitis, 7% of subjects with
psoriasis, 9.7% of subjects with paediatric psoriasis, and 4.8% of subjects with juvenile idiopathic
arthritis.

The proportion of subjects who developed antibodies to etanercept in longer-term trials (of up to
3.5 years) increases over time, as expected. However, due to their transient nature, the incidence of
antibodies detected at each assessment point was typically less than 7% in rheumatoid arthritis @

subjects and psoriasis subjects. . \6

In a long-term psoriasis study in which patients received 50 mg twice weekly for 96 weeks, th K
incidence of antibodies observed at each assessment point was up to approximately 9%. b

Paediatric population \:

Paediatric patients with juvenile idiopathic arthritis 0
The safety and efficacy of LIFMIOR were assessed in a two-part study in 69 ch with
polyarticular-course juvenile idiopathic arthritis who had a variety of juvenﬁiiopathic arthritis onset
types (polyarthritis, pauciarthritis, systemic onset). Patients aged 4 to 17@ ith moderately to

{

severely active polyarticular-course juvenile idiopathic arthritis refraggo or intolerant of,
methotrexate were enrolled; patients remained on a stable dose of a @ g nonsteroidal
anti-inflammatory drug and/or prednisone (< 0.2 mg/kg/day or J u@ imum). In part 1, all patients
received 0.4 mg/kg (maximum 25 mg per dose) LIFMIOR s gncously twice weekly. In part 2,
patients with a clinical response at day 90 were randomi®Ngd ain on LIFMIOR or receive placebo
for four months and assessed for disease flare. Responses We measured using the ACR Pedi 30,
defined as = 30% improvement in at least three of sj s = 30% worsening in no more than one of six

JRA core set criteria, including active joint co %@ on of motion, physician and patient/parent
si

global assessments, functional assessment, and cyte sedimentation rate (ESR). Disease flare
was defined as a = 30% worsening in thre x JRA core set criteria and = 30% improvement in not
more than one of the six JRA core set cr d a minimum of two active joints.

In part 1 of the study, 51 of 69 (N2 nts demonstrated a clinical response and entered part 2. In
part 2, 6 of 25 (24%) patients refhaty\ng on LIFMIOR experienced a disease flare compared to 20 of
26 (77%) patients receiving g (p=0.007). From the start of part 2, the median time to flare was >
116 days for patients whoge Q d LIFMIOR and 28 days for patients who received placebo. Of
patients who demonstymgd€N clinical response at 90 days and entered part 2 of the study, some of the
patients remaining o ﬁ IOR continued to improve from month 3 through month 7, while those

who received pladgbo dinot improve.

years #tMge M enrolment) continued to receive LIFMIOR for up to 10 years. Rates of serious adverse
evenGN ious infections did not increase with long-term exposure.

&erm safety of LIFMIOR monotherapy (n=103), LIFMIOR plus methotrexate (n=294), or
otrexate monotherapy (n=197) were assessed for up to 3 years in a registry of 594 children aged 2
@0 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.

In an ope@%‘ety extension study, 58 paediatric patients from the above study (from the age of 4

In another open-label single-arm study, 60 patients with extended oligoarthritis (15 patients aged 2 to
4, 23 patients aged 5 to 11 and 22 patients aged 12 to 17 years old), 38 patients with enthesitis-related
arthritis (12 to 17 years old), and 29 patients with psoriatic arthritis (12 to 17 years old) were treated
with LIFMIOR at a dose of 0.8 mg/kg (up to a maximum of 50 mg per dose) administered weekly for
12 weeks. In each of the JIA subtypes, the majority of patients met ACR Pedi 30 criteria and
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demonstrated clinical improvement in secondary endpoints such as number of tender joints and
physician global assessment. The safety profile was consistent with that observed in other JIA studies.

Studies have not been done in patients with juvenile idiopathic arthritis to assess the effects of

continued LIFMIOR therapy in patients who do not respond within 3 months of initiating LIFMIOR

therapy. Additionally, studies have not been conducted to assess the effects of discontinuing or

reducing the recommended dose of LIFMIOR following its long-term use in patients with JIA. E

Paediatric patients with plaque psoriasis

The efficacy of LIFMIOR was assessed in a randomised, double-blind, placebo-controlled study in

211 paediatric patients aged 4 to 17 years with moderate to severe plaque psoriasis (as defined by # 6
sPGA score > 3, involving > 10% of the BSA, and PASI > 12). Eligible patients had a history of \
receiving phototherapy or systemic therapy, or were inadequately controlled on topical therap

Patients received LIFMIOR 0.8 mg/kg (up to 50 mg) or placebo once weekly for 12 w AWNyveek
12, more patients randomised to LIFMIOR had positive efficacy responses (e.g. PASI those
randomised to placebo.

Paediatric Plaque Psoriasis Outcomes at 12 We& @

LIFMIOR @
0.8 mg/kg On
Q Placebo
(N=105)
PASI 75, n (%) N 12 (11%)
PASI 50, n (%) 24 (23%)
sPGA “clear” or “minimal”, n (%) 6 (53%)" 14 (13%)
Abbreviation: sPGA-static Physician Global @ent

a. p<0.0001 compared with placebo.

X

After the 12-week double-blind treat @iod, all patients received LIFMIOR 0.8 mg/kg (up to
50 mg) once weekly for additio w¥eks. Responses observed during the open-label period were
similar to those observed in the olind period.

During a randomised with @period, significantly more patients re-randomised to placebo
experienced disease relagIW(loss of PASI 75 response) compared with patients re-randomised to
LIFMIOR. With con @ therapy, responses were maintained up to 48 weeks.

The long-ter and effectiveness of LIFMIOR 0.8 mg/kg (up to 50 mg) once weekly was
assessed i n-%Jabel extension study of 181 paediatric subjects with plaque psoriasis for up to 2
years bey8ad We 48 week study discussed above. Long-term experience with LIFMIOR was generally
coxa the original 48-week study and did not reveal any new safety findings.

<

armacokinetic properties

anercept serum values were determined by an Enzyme-Linked Immunosorbent Assay (ELISA)
method, which may detect ELISA-reactive degradation products as well as the parent compound.

Absorption
Etanercept is slowly absorbed from the site of subcutaneous injection, reaching maximum

concentration approximately 48 hours after a single dose. The absolute bioavailability is 76%. With
twice weekly doses, it is anticipated that steady-state concentrations are approximately twice as high
as those observed after single doses. After a single subcutaneous dose of 25 mg LIFMIOR, the average
maximum serum concentration observed in healthy volunteers was 1.65 + 0.66 lg/ml, and the area
under the curve was 235 £ 96.6 pgehr/ml.
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Mean serum concentration profiles at steady state in treated RA patients were C.x of 2.4 mg/l vs.
2.6 mg/l, Cpy, of 1.2 mg/l vs. 1.4 mg/l, and partial AUC of 297 mgh/1 vs. 316 mgh/I for 50 mg
LIFMIOR once weekly (n=21) vs. 25 mg LIFMIOR twice weekly (n=16), respectively. In an open-
label, single-dose, two-treatment, crossover study in healthy volunteers, etanercept administered as a
single 50 mg/ml injection was found to be bioequivalent to two simultaneous injections of 25 mg/ml.

In a population pharmacokinetics analysis in ankylosing spondylitis patients, the etanercept steady é
state AUCs were 466 pgehr/ml and 474 pgehr/ml for 50 mg LIFMIOR once weekly (N = 154) and
25 mg twice weekly (N = 148), respectively. @

)
Distribution \
A biexponential curve is required to describe the concentration time curve of etanercept. The cg
volume of distribution of etanercept is 7.6 1, while the volume of distribution at steady-state s

Elimination x
Etanercept is cleared slowly from the body. The half-life is long, approximately 70 gou earance is
approximately 0.066 1/hr in patients with rheumatoid arthritis, somewhat lower t alue of

0.11 V/hr observed in healthy volunteers. Additionally, the pharmacokinetics of OR in
rheumatoid arthritis patients, ankylosing spondylitis and plaque psoriasis pﬁlts are similar.

There is no apparent pharmacokinetic difference between males and cg

Linearity
Dose proportionality has not been formally evaluated, but t o apparent saturation of clearance
across the dosing range.

Special populations O

Renal impairment Q

Although there is elimination of radioacti in uMne after administration of radiolabelled etanercept
to patients and volunteers, increased eta oncentrations were not observed in patients with
acute renal failure. The presence of 6 airment should not require a change in dosage.

Hepatic impairment

Increased etanercept concenjpmi ere not observed in patients with acute hepatic failure. The
presence of hepatic impai ould not require a change in dosage.
Elderly

The impact of a%e e was studied in the population pharmacokinetic analysis of etanercept
serum concen Clearance and volume estimates in patients aged 65 to 87 years were similar to
estimates i % less than 65 years of age.
X
Paedjgie
<
M ric patients with juvenile idiopathic arthritis
olyarticular-course juvenile idiopathic arthritis trial with LIFMIOR, 69 patients (aged 4 to 17

®/ears) were administered 0.4 mg LIFMIOR/kg twice weekly for three months. Serum concentration
?t profiles were similar to those seen in adult rheumatoid arthritis patients. The youngest children (4

ulation

years of age) had reduced clearance (increased clearance when normalised by weight) compared with
older children (12 years of age) and adults. Simulation of dosing suggests that while older children
(10-17 years of age) will have serum levels close to those seen in adults, younger children will have
appreciably lower levels.

Paediatric patients with plaque psoriasis
Patients with paediatric plaque psoriasis (aged 4 to 17 years) were administered 0.8 mg/kg (up to a

maximum dose of 50 mg per week) of etanercept once weekly for up to 48 weeks. The mean serum
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steady state trough concentrations ranged from 1.6 to 2.1 mcg/ml at weeks 12, 24, and 48. These mean
concentrations in patients with paediatric plaque psoriasis were similar to the concentrations observed
in patients with juvenile idiopathic arthritis (treated with 0.4 mg/kg etanercept twice weekly, up to
maximum dose of 50 mg per week). These mean concentrations were similar to those seen in adult
patients with plaque psoriasis treated with 25 mg etanercept twice weekly.

5.3 Preclinical safety data
In the toxicological studies with LIFMIOR, no dose-limiting or target organ toxicity was evident. b
LIFMIOR was considered to be non-genotoxic from a battery of in vitro and in vivo studies. @
Carcinogenicity studies, and standard assessments of fertility and postnatal toxicity, were not . 6
performed with LIFMIOR due to the development of neutralising antibodies in rodents.

LIFMIOR did not induce lethality or notable signs of toxicity in mice or rats following a sin IQ
subcutaneous dose of 2000 mg/kg or a single intravenous dose of 1000 mg/kg. LIFMI @ elicit
dose-limiting or target organ toxicity in cynomolgus monkeys following twice Weekly(& neous
administration for 4 or 26 consecutive weeks at a dose (15 mg/kg) that resulted in %& d serum
drug concentrations that were over 27-fold higher than that obtained in humans 'ommended
dose of 25 mg. %

6. PHARMACEUTICAL PARTICULARS : @

6.1 List of excipients

&

Sodium chloride

L-Arginine hydrochloride O

Sodium phosphate monobasic dihydrate
Sodium phosphate dibasic dihydrate Q

Water for injections \

6.2 Incompatibilities

In the absence of compatibility @gis medicinal product must not be mixed with other medicinal

products. O

6.3 Shelf life

30 months. \Q
6.4 Sp@utions for storage

*

Store \ igerator (2°C — 8°C).

IOR may be stored at temperatures up to a maximum of 25°C for a single period of up to four
eeks; after which, it should not be refrigerated again. LIFMIOR should be discarded if not used
within four weeks of removal from refrigeration.

o

Keep the pre-filled pens in the outer carton in order to protect from light.
6.5 Nature and contents of container
Pre-filled pen (MYCLIC) containing a pre-filled syringe of LIFMIOR. The syringe inside the pen is

made from clear type 1 glass with a stainless steel 27 gauge needle, rubber needle cover, and plastic
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plunger. The needle cap of the pre-filled pen contains dry natural rubber (a derivative of latex). See
section 4.4.

Cartons contain 2, 4 or 12 pre-filled pens of LIFMIOR with 2, 4 or 12 alcohol swabs. Not all pack
sizes may be marketed.

6.6 Special precautions for disposal and other handling E

Instructions for use and handling

Before injection, LIFMIOR single-use pre-filled pens should be allowed to reach room temperature
(approximately 15 to 30 minutes). The needle cover should not be removed while allowing the pree 6
filled pen to reach room temperature. By looking though the inspection window, the solution sho \

be clear to slightly opalescent, colourless to pale yellow or pale brown, and may contain small &

translucent or white particles of protein.

Comprehensive instructions for administration are given in the package leaflet, sectio & ing the
MYCLIC pre-filled pen to inject LIFMIOR." 6

Any unused product or waste material should be disposed of in accordance with@requirements.

Pfizer Europe MA EEIG

7. MARKETING AUTHORISATION HOLDER : @
Boulevard de la Plaine 17 OQ

1050 Bruxelles
Belgium
8. MARKETING AUTHORISATION N@R(S)

EU/1/16/1165/011 0\

EU/1/16/1165/012

EU/1/16/1165/013 E 0

9. DATE OF FIRST & RISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisa @ I3 February 2017

Date of last ren®&al: {I month YYYY}

10. PAJE VISION OF THE TEXT

Detal ed\ormation on this medicinal product is available on the website of the European Medicines

& ttp://Www.ema.europa.eu.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

LIFMIOR 10 mg powder and solvent for solution for injection for paediatric use. é

2. QUALITATIVE AND QUANTITATIVE COMPOSITION ¢ 6

Each vial contains 10 mg of etanercept. When reconstituted, the solution contains 10 mg/ml o K
etanercept.

Etanercept is a human tumour necrosis factor receptor p75 Fc fusion protein produce e®»mbinant
DNA technology in a Chinese hamster ovary (CHO) mammalian expression syste
dimer of a chimeric protein genetically engineered by fusing the extracellular li
of human tumour necrosis factor receptor-2 (TNFR2/p75) to the Fc domain of hu IgG1. This Fc
component contains the hinge, CH, and CHj3 regions, but not the CH; regio®qof [gG1. Etanercept
contains 934 amino acids and has an apparent molecular weight of appr ly 150 kilodaltons. The
specific activity of etanercept is 1.7 x 10° units/mg.

For the full list of excipients, see section 6.1. Q b

3.  PHARMACEUTICAL FORM
Powder and solvent for solution for injection (p 1njection).

The powder is white. The solvent is a clea olourless liquid.

4. CLINICAL PARTICUL

4.1 Therapeutic indicatio

Juvenile idiopathic a
Treatment of po rheumatoid factor positive or negative) and extended oligoarthritis in
cent

children and ado om the age of 2 years who have had an inadequate response to, or who have
proved intole ethotrexate.

Treat @Qria‘[ic arthritis in adolescents from the age of 12 years who have had an inadequate
resp ho have proved intolerant of, methotrexate.

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

LIFMIOR 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.
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4.2 Posology and method of administration

LIFMIOR treatment should be initiated and supervised by specialist physicians experienced in the
diagnosis and treatment of juvenile idiopathic arthritis or paediatric plaque psoriasis. Patients treated
with LIFMIOR should be given the Patient Alert Card.

Posology

Special populations @b
Renal and hepatic impairment . 6

No dose adjustment is required. \
Paediatric population O

The 10 mg presentation is for paediatric patients prescribed a dose of 10 mg or | h vial of

LIFMIOR 10 mg should be used on a single occasion in a single patient, and the regia of the vial

should be discarded. @

Juvenile idiopathic arthritis

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

data from a patient registry suggest that the safety profile ilNghildren from 2 to 3 years of age is similar
to that seen in adults and children aged 4 years and @ when dosed every week with 0.8 mg/kg
subcutaneously (see section 5.1).

No formal clinical trials have been conducted in childm@lo 3 years. However, limited safety

There is generally no applicable use of LIF§IOR ™ children aged below 2 years in the indication

juvenile idiopathic arthritis. 0

Paediatric plaque psoriasis (ag rywnd above)

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

If re-treatment with L R is indicated, the above guidance on treatment duration should be
followed. The dose s be 0.8 mg/kg (up to a maximum of 50 mg per dose) once weekly.

applicable use of LIFMIOR in children aged below 6 years in the indication

O} 1s administered by subcutaneous injection. LIFMIOR powder for solution must be
ONgtituted in 1 ml of solvent before use (see section 6.6).

omprehensive instructions for the preparation and administration of the reconstituted LIFMIOR vial
are given in the package leaflet, section 7, "Instructions for preparation and giving an injection of
LIFMIOR."
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Sepsis or risk of sepsis.
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Treatment with LIFMIOR should not be initiated in patients with active infections, including chronic
or localised infections.

4.4 Special warnings and precautions for use

In order to improve the traceability of biological medicinal products, the trademark and the batch
number of the administered product should be clearly recorded (or stated) in the patient file. E

Infections
Patients should be evaluated for infections before, during, and after treatment with LIFMIOR, taking

into consideration that the mean elimination half-life of etanercept is approximately 70 hours (range 76
to 300 hours).

Serious infections, sepsis, tuberculosis, and opportunistic infections, including invasive fun

infections, listeriosis and legionellosis, have been reported with the use of LIFMIOR (s¢ 4.8).
These infections were due to bacteria, mycobacteria, fungi, viruses and parasites (incl otozoa)
In some cases, particular fungal and other opportunistic infections have not been re@e , resulting

in delay of appropriate treatment and sometimes death. In evaluating patients fog wns, the
patient’s risk for relevant opportunistic infections (e.g., exposure to endemic m should be

considered. K
" @IOR should be monitored

closely. Administration of LIFMIOR should be discontinued if a paf @ Jevelops a serious infection.
The safety and efficacy of LIFMIOR in patients with chronic iQfCONOME Yhve not been evaluated.
Physicians should exercise caution when considering the usgaf NIFMIOR in patients with a history of
recurring or chronic infections or with underlying condi¥ @ may predispose patients to
infections, such as advanced or poorly controlled diabetes.

O

Tuberculosis
Cases of active tuberculosis, including miliary @Jlosis and tuberculosis with extra-pulmonary
location, have been reported in patients trc@m LIFMIOR.

Patients who develop a new infection while undergoing treatment wi

Before starting treatment with LIFMI atients must be evaluated for both active and inactive
(‘latent’) tuberculosis. This evalwgtg spwuld include a detailed medical history with personal history
of tuberculosis or possible previ act with tuberculosis and previous and/or current
immunosuppressive therapy griate screening tests, i.e., tuberculin skin test and chest X-ray,

s (local recommendations may apply). It is recommended that the
pQNd be recorded in the patient’s alert card. Prescribers are reminded of the
@ ulin skin test results, especially in patients who are severely ill or

conduct of these tests
risk of false negative
immunocomproigsed.

s is diagnosed, LIFMIOR therapy must not be initiated. If inactive (‘latent’)
1agnosed, treatment for latent tuberculosis must be started with anti-tuberculosis
the initiation of LIFMIOR, and in accordance with local recommendations. In this
e benefit/risk balance of LIFMIOR therapy should be very carefully considered.

atients should be informed to seek medical advice if signs/symptoms suggestive of tuberculosis
¢.g., persistent cough, wasting/weight loss, low-grade fever) appear during or after LIFMIOR
treatment.

Hepatitis B reactivation

Reactivation of hepatitis B in patients who were previously infected with the hepatitis B virus (HBV)
and had received concomitant TNF-antagonists, including LIFMIOR, has been reported. This includes
reports of reactivation of hepatitis B in patients who were anti-HBc positive but HBsAg negative.
Patients should be tested for HBV infection before initiating treatment with LIFMIOR. For patients
who test positive for HBV infection, consultation with a physician with expertise in the treatment of
hepatitis B is recommended. Caution should be exercised when administering LIFMIOR in patients
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previously infected with HBV. These patients should be monitored for signs and symptoms of active
HBYV infection throughout therapy and for several weeks following termination of therapy. Adequate
data from treating patients infected with HBV with anti-viral therapy in conjunction with
TNF-antagonist therapy are not available. In patients who develop HBV infection, LIFMIOR should
be stopped and effective anti-viral therapy with appropriate supportive treatment should be initiated.

Worsening of hepatitis C
There have been reports of worsening of hepatitis C in patients receiving LIFMIOR. LIFMIOR should
be used with caution in patients with a history of hepatitis C. @

Concurrent treatment with anakinra . 6
Concurrent administration of LIFMIOR and anakinra has been associated with an increased risk \
serious infections and neutropenia compared to LIFMIOR alone. This combination has not

demonstrated increased clinical benefit. Thus, the combined use of LIFMIOR and anakinra j @

recommended (see sections 4.5 and 4.8). \
Concurrent treatment with abatacept

In clinical studies, concurrent administration of abatacept and LIFMIOR resulte ased
incidences of serious adverse events. This combination has not demonstrated in clinical
benefit; such use is not recommended (see section 4.5). &

Allergic reactions

Allergic reactions associated with LIFMIOR administration have b orted commonly. Allergic
reactions have included angioedema and urticaria; serious reacyfn ccurred. If any serious
allergic or anaphylactic reaction occurs, LIFMIOR therapy be discontinued immediately and
appropriate therapy initiated. \

Immunosuppression

The possibility exists for TNF-antagonists, incluga MIOR, to affect host defences against

infections and malignancies since TNF mediatéyntMmmation and modulates cellular immune
responses. In a study of 49 adult patients Wgh rhet®natoid arthritis treated with LIFMIOR, there was
no evidence of depression of delayed-ty sensitivity, depression of immunoglobulin levels, or

change in enumeration of effector c% tions.

Two juvenile idiopathic arthritisgpalNgilts developed varicella infection and signs and symptoms of
aseptic meningitis, which regsingNa#f1thout sequelae. Patients with a significant exposure to varicella
virus should temporarily g & ue LIFMIOR therapy and be considered for prophylactic treatment
with Varicella Zoster e Globulin.
The safety and fxaacy LIFMIOR in patients with immunosuppression have not been evaluated.

Malignancigs % @ mphoproliferative disorders

Solid Mmatopoietic malignancies (excluding skin cancers)
@ various malignancies (including breast and lung carcinoma and lymphoma) have been
cd in the postmarketing period (see section 4.8).

Qn the controlled portions of clinical trials of TNF-antagonists, more cases of lymphoma have been

observed among patients receiving a TNF-antagonist compared with control patients. However, the
occurrence was rare, and the follow-up period of placebo patients was shorter than for patients
receiving TNF-antagonist therapy. In the postmarketing setting, cases of leukaemia have been reported
in patients treated with TNF-antagonists. There is an increased background risk for lymphoma and
leukaemia in theumatoid arthritis patients with long-standing, highly active, inflammatory disease,
which complicates risk estimation.

Based on current knowledge, a possible risk for the development of lymphomas, leukaemia or other
haematopoietic or solid malignancies in patients treated with a TNF-antagonist cannot be excluded.
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Caution should be exercised when considering TNF-antagonist therapy for patients with a history of
malignancy or when considering continuing treatment in patients who develop a malignancy.

Malignancies, some fatal, have been reported among children, adolescents and young adults (up to 22
years of age) treated with TNF-antagonists (initiation of therapy < 18 years of age), including
LIFMIOR, in the postmarketing setting. Approximately half the cases were lymphomas. The other

cases represented a variety of different malignancies and included rare malignancies typically
associated with immunosuppression. A risk for the development of malignancies in children and
adolescents treated with TNF-antagonists cannot be excluded. @

Skin cancers . 6
Melanoma and non-melanoma skin cancer (NMSC) have been reported in patients treated with \
TNF-antagonists, including LIFMIOR. Postmarketing cases of Merkel cell carcinoma have be

reported very infrequently in patients treated with LIFMIOR. Periodic skin examination is b

tients
S.

Combining the results of controlled clinical trials, more cases of NMSC were obser@x
receiving LIFMIOR compared with control patients, particularly in patients witl%

recommended for all patients, particularly those with risk factors for skin cancer.

Vaccinations
Live vaccines should not be given concurrently with LIFMIOR. No datgs 3ailable on the

secondary transmission of infection by live vaccines in patients recei FMIOR. Ina
double-blind, placebo-controlled, randomised clinical study in adul ts with psoriatic arthritis,
184 patients also received a multivalent pneumococcal polysacgffid cine at week 4. In this study,

few patients had two-fold rises in titres compared to patienWnot receiving LIFMIOR. The clinical
significance of this is unknown.

Autoantibody formation Q
Treatment with LIFMIOR may result in th%na ton of autoimmune antibodies (see section 4.8).

ases of aplastic anaemia, some with fatal outcome, have
been reported in patients treated MIOR. Caution should be exercised in patients being treated
with LIFMIOR who have a e history of blood dyscrasias. All patients and parents/caregivers
should be advised that if tpe\gatynt develops signs and symptoms suggestive of blood dyscrasias or
infections (e.g., persis gVer, sore throat, bruising, bleeding, paleness) whilst on LIFMIOR, they
should seek immedi ical advice. Such patients should be investigated urgently, including full
blood count; if wd rasias are confirmed, LIFMIOR should be discontinued.

Haematologic reactions
Rare cases of pancytopenia and

rare reports of CNS demyelinating disorders in patients treated with LIFMIOR (see
M dditionally, there have been rare reports of peripheral demyelinating polyneuropathies
uillain-Barré syndrome, chronic inflammatory demyelinating polyneuropathy,
» clinating polyneuropathy, and multifocal motor neuropathy). Although no clinical trials have
@a performed evaluating LIFMIOR therapy in patients with multiple sclerosis, clinical trials of other
\F antagonists in patients with multiple sclerosis have shown increases in disease activity. A careful

risk/benefit evaluation, including a neurologic assessment, is recommended when prescribing
LIFMIOR to patients with pre-existing or recent onset of demyelinating disease, or to those who are
considered to have an increased risk of developing demyelinating disease.

Combination therapy

In a controlled clinical trial of two years duration in adult rheumatoid arthritis patients, the
combination of LIFMIOR and methotrexate did not result in unexpected safety findings, and the safety
profile of LIFMIOR when given in combination with methotrexate was similar to the profiles reported
in studies of LIFMIOR and methotrexate alone. Long-term studies to assess the safety of the
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combination are ongoing. The long-term safety of LIFMIOR in combination with other
disease-modifying antirheumatic drugs (DMARD) has not been established.

The use of LIFMIOR in combination with other systemic therapies or phototherapy for the treatment
of psoriasis has not been studied.

Renal and hepatic impairment

Based on pharmacokinetic data (see section 5.2), no dose adjustment is needed in patients with renal

or hepatic impairment; clinical experience in such patients is limited. @
Congestive heart failure (Cardiac failure congestive) . 6
Physicians should use caution when using LIFMIOR in patients who have congestive heart failur \

(CHF). There have been postmarketing reports of worsening of CHF, with and without identifj
precipitating factors, in patients taking LIFMIOR. There have also been rare (< 0.1%) repor @v
onset CHF, including CHF in patients without known pre-existing cardiovascular dise % of
these patients have been under 50 years of age. Two large clinical trials evaluating the&
LIFMIOR in the treatment of CHF were terminated early due to lack of efficacy. Algho ot
conclusive, data from one of these trials suggest a possible tendency toward worgeny HF in those

patients assigned to LIFMIOR treatment.

Alcoholic hepatitis &
In a phase II randomised placebo-controlled study of 48 hospitalised g @ treated with LIFMIOR or
placebo for moderate to severe alcoholic hepatitis, LIFMIOR was nl @ xcacious, and the mortality
rate in patients treated with LIFMIOR was significantly higher Sl hths. Consequently,
LIFMIOR should not be used in patients for the treatment ofgs olic hepatitis. Physicians should use
caution when using LIFMIOR in patients who also have to severe alcoholic hepatitis.
Wegener's granulomatosis

A placebo-controlled trial, in which 89 adult pa&e treated with LIFMIOR in addition to

standard therapy (including cyclophosphamide g mMhotrexate, and glucocorticoids) for a median
duration of 25 months, has not shown LIF% t® be an effective treatment for Wegener’s
granulomatosis. The incidence of non-cyf®he®ws malignancies of various types was significantly
higher in patients treated with LIFMI in the control group. LIFMIOR is not recommended for

bl

the treatment of Wegener’s gran®

Hypoglycaemia in patients tysmNuis
There have been reports ¢ lycaemia following initiation of LIFMIOR in patients receiving
medication for diabeteQ essitating a reduction in anti-diabetic medication in some of these patients.

Special populati®gs

Elderly %

In the Ph@mdies in rheumatoid arthritis, psoriatic arthritis, and ankylosing spondylitis, no overall
diffe adverse events, serious adverse events, and serious infections in patients age 65 or older

cejved LIFMIOR were observed compared with younger patients. However, caution should be
scd when treating the elderly and particular attention paid with respect to occurrence of

\MO\
@UOHS.

'Paediatric 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 LIFMIOR therapy (see
Vaccinations, above).
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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 LIFMIOR (see section
4.8).

4.5 Interaction with other medicinal products and other forms of interaction

Concurrent treatment with anakinra

Adult patients treated with LIFMIOR and anakinra were observed to have a higher rate of serious

infection when compared with patients treated with either LIFMIOR or anakinra alone (historical

data). @

*
In addition, in a double-blind, placebo-controlled trial in adult patients receiving background 6
methotrexate, patients treated with LIFMIOR and anakinra were observed to have a higher ratggs K
serious infections (7%) and neutropenia than patients treated with LIFMIOR (see sections 4.4
4.8). The combination LIFMIOR and anakinra has not demonstrated increased clinical b fi®\and is
therefore not recommended.

In clinical studies, concurrent administration of abatacept and LIFMIOR resulte creased
incidences of serious adverse events. This combination has not demonstratﬁlcreased clinical

Concurrent treatment with abatacept @0

benefit; such use is not recommended (see section 4.4). @

Concurrent treatment with sulfasalazine

In a clinical study of adult patients who were receiving establis, f sulfasalazine, to which
LIFMIOR was added, patients in the combination group exppsgiged a statistically significant

decrease in mean white blood cell counts in comparisonQ § s treated with LIFMIOR or
sulfasalazine alone. The clinical significance of this interac®gn is unknown. Physicians should use
caution when considering combination therapy witk@salazine.

Non-interactions 9
In clinical trials, no interactions have beenYgserve®d when LIFMIOR was administered with
glucocorticoids, salicylates (except sulfag®azNe®), nonsteroidal anti-inflammatory drugs (NSAIDs),
analgesics, or methotrexate. See secﬁQ r vaccination advice.

q

No clinically significant pharm: ¢ drug-drug interactions were observed in studies with

methotrexate, digoxin or wagss

4.6 Fertility, preg &m

Women of child®garing¥gptential
Women of chi g potential should consider the use of appropriate contraception to avoid
becoming& during LIFMIOR therapy and for three weeks after discontinuation of therapy.

lactation

L 4
Pre
v&qopental toxicity studies performed in rats and rabbits have revealed no evidence of harm to the
r neonatal rat due to etanercept. The effects of etanercept on pregnancy outcomes have been

tigated in two observational cohort studies. A higher rate of major birth defects was observed in
@)ne observational study comparing pregnancies exposed to etanercept (n=370) during the first

trimester with pregnancies not exposed to etanercept or other TNF-antagonists (n=164) (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. In
another observational multi-country registry study comparing the risk of adverse pregnancy outcomes
in women exposed to etanercept during the first 90 days of pregnancy (n=425) to those exposed to
non-biologic drugs (n=3497), there was no observed increased risk of major birth defects (crude odds
ratio [OR]= 1.22, 95% CI: 0.79-1.90; adjusted OR = 0.96, 95% CI: 0.58-1.60 after adjusting for
country, maternal disease, parity, maternal age and smoking in early pregnancy). This study also
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showed no increased risks of minor birth defects, preterm birth, stillbirth, or infections in the first year
of life for infants born to women exposed to etanercept during pregnancy. LIFMIOR should only be
used during pregnancy if clearly needed.

Etanercept crosses the placenta and has been detected in the serum of infants born to female patients

treated with LIFMIOR during pregnancy. The clinical impact of this is unknown, however, infants

may be at increased risk of infection. Administration of live vaccines to infants for 16 weeks after the

mother’s last dose of LIFMIOR is generally not recommended. é

Breast-feeding ; @

Etanercept has been reported to be excreted in human milk following subcutaneous administration ]
lactating rats following subcutaneous administration, etanercept was excreted in the milk and det &
in the serum of pups. Because immunoglobulins, in common with many medicinal products, ¢

excreted in human milk, a decision must be made whether to discontinue breast-feeding or t

discontinue LIFMIOR therapy, taking into account the benefit of breast-feeding for th c@ e

benefit of therapy for the woman. 0

Fertility
Preclinical data about peri- and postnatal toxicity of etanercept and of effects of@cept on fertility
and general reproductive performance are not available. &

4.7 Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machin@n performed.
4.8 Undesirable effects \O

Summary of the safety profile O

Paediatric population Q

wvenile idiopathic arthritis
In general, the adverse events in paedi tients with juvenile idiopathic arthritis were similar in
frequency and type to those see%u atients (see below, Undesirable effects in adults).

Undesirable effects in paediatric patient

Differences from adults and oth 1 considerations are discussed in the following paragraphs.

nical trials in juvenile idiopathic arthritis patients aged 2 to 18 years
were generally mild toggdWNgrate and consistent with those commonly seen in outpatient paediatric
populations. Severe & @ events reported included varicella with signs and symptoms of aseptic
meningitis, whic\gesol%gd without sequelae (see also section 4.4), appendicitis, gastroenteritis,
depression/pew& disorder, cutaneous ulcer, oesophagitis/gastritis, group A streptococcal septic

The types of infections seg

shock, typ s mellitus, and soft tissue and post-operative wound infection.
L 4
In on in children with juvenile idiopathic arthritis aged 4 to 17 years, 43 of 69 (62%) children
c® e@e an infection while receiving LIFMIOR during 3 months of the study (part 1, open-label),
¢ Irequency and severity of infections was similar in 58 patients completing 12 months of
abel extension therapy. The types and proportion of adverse events in juvenile idiopathic
Qr ritis patients were similar to those seen in trials of LIFMIOR in adult patients with rheumatoid
arthritis, and the majority were mild. Several adverse events were reported more commonly in 69
juvenile idiopathic arthritis patients receiving 3 months of LIFMIOR compared to the 349 adult
rheumatoid arthritis patients. These included headache (19% of patients, 1.7 events per patient year),
nausea (9%, 1.0 event per patient year), abdominal pain (19%, 0.74 events per patient year), and
vomiting (13%, 0.74 events per patient year).

There were 4 reports of macrophage activation syndrome in juvenile idiopathic arthritis clinical trials.
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There have been reports of inflammatory bowel disease and uveitis in JIA patients being treated with
LIFMIOR from post-marketing sources, including a very small number of cases indicating a positive
rechallenge (see section 4.4).

Undesirable effects in paediatric patients with plaque psoriasis
In a 48-week study in 211 children aged 4 to 17 years with paediatric plaque psoriasis, the adverse
events reported were similar to those seen in previous studies in adults with plaque psoriasis.

Adult population

Undesirable effects in adults .

The most commonly reported adverse reactions are injection site reactions (such as pain, swelling&\6
R

itching, reddening and bleeding at the puncture site), infections (such as upper respiratory infegs
bronchitis, bladder infections and skin infections), allergic reactions, development of autoantitig
itching, and fever.

b,

Serious adverse reactions have also been reported for LIFMIOR. TNF-antagonists, @IFMIOR,
affect the immune system and their use may affect the body’s defenses against i nd cancer.
ave included

Serious infections affect fewer than 1 in 100 patients treated with LIFMIOR. Re

fatal and life-threatening infections and sepsis. Various malignancies have
of LIFMIOR, including cancers of the breast, lung, skin and lymph gla

Serious haematological, neurological and autoimmune reactions ha
include rare reports of pancytopenia and very rare reports of ap,
demyelinating events have been seen rarely and very rarely,

have been rare reports of lupus, lupus-related conditionx

Tabulated list of adverse reactions

The following list of adverse reactions is based

postmarketing experience.

Within the organ system classes, advers

patients expected to experience the

re
common (>1/100 to <1/10); unc %
(<1/10,000); not known (cannot% ated from the available data).

2

culitis.

so been reported with use
phoma).

c aPg been reported. These
ia. Central and peripheral
tively, with LIFMIOR use. There

b@ence from clinical trials in adults and on
mxns are listed under headings of frequency (number of

using the following categories: very common (>1/10);
1/1,000 to <1/100); rare (=1/10,000 to <1/1,000); very rare

<

System Organ Very @ Uncommon Rare Very Rare | Frequency Not
Class Common Q to >1/1,000 to <1/100 | >1/10,000 to <1/10,000 | Known

>1/10 10 <1/1,000 (Cannot be

Estimated
\ from Available
Data)

Infections and @n Serious infections Tuberculosis, Hepatitis B
infestations iiding (including opportunistic reactivation,

upper pneumonia, infection (including listeria

\ respiratory cellulitis, arthritis invasive fungal,
¢ 0 tract bacterial, sepsis and | protozoal, bacterial,
\ infection, parasitic infection)* | atypical

bronchitis, mycobacterial, viral

cystitis, infections, and

skin Legionella)*

infection)*
Neoplasms Non-melanoma skin | Malignant melanoma Merkel cell
benign, cancers* (see (see section 4.4), carcinoma (see
malignant and section 4.4) lymphoma, section 4.4)
unspecified leukaemia
(including cysts
and polyps)
Blood and Thrombocytopenia, | Pancytopenia* Aplastic Histiocytosis
lymphatic anaemia, anaemia* haematophagic
system disorders leukopenia, (macrophage

neutropenia activation
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worsening and

hypersensitivity

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
>1/10 <1/10 <1/1,000 (Cannot be
Estimated
from Available
Data)
syndrome)’
Immune system Allergic Vasculitis Serious Worsening of
disorders reactions (see | (including anti- allergic/anaphylactic symptoms of
Skin and neutrophilic reactions (including dermatomyositis
subcutaneous | cytoplasmic antibody | angioedema,
tissue positive vasculitis) bronchospasm),
disorders), sarcoidosis *
autoantibody
formation* i \
Nervous system CNS demyelinating
disorders events suggestive of
multiple sclerosis or
localised
demyelinating
conditions, such as 0
optic neuritis and
transverse myelitis
(see section 4.4),
peripheral &
demyelinating @
including Gy
ory
N\
lyneuropathy, and
multifocal motor
O neuropathy (see
section 4.4), seizure
Eye disorders Uvgitis, sONgitis
Cardiac W%ﬁg 0 New onset cardiac
disorders rdi ilure failure congestive
4 tive (see (see section 4.4)
« ction 4.4)
Respiratory, é Interstitial lung
thoracic, and disease (including
mediastinal pneumonitis and
disorders pulmonary fibrosis)*
Hepatobiliary Elevated liver Autoimmune
disorders enzymes* hepatitis*
Skin and ruritus, rash | Angioedema, Stevens-Johnson Toxic
subcutaneous \ psoriasis (including | syndrome, cutaneous | epidermal
tissue disorders % new onset or vasculitis (including necrolysis

pustular, primarily
palms and soles),
urticaria,
psoriasiform rash

vasculitis), erythema
multiforme, lichenoid
reactions

Cutaneous lupus
erythematosus,
subacute cutaneous
lupus erythematosus,

lupus-like syndrome
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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
>1/10 <1/10 <1/1,000 (Cannot be
Estimated
from Available
Data)
General Injection Pyrexia
disorders and site
administration reactions
site conditions (including
bleeding,
bruising,
erythema, .
itching,
pain, \\
swelling)*
*see Description of selected adverse reactions, below. 6

Please see sub-section ‘Undesirable effects in paediatric patients with juvenile idiopathic arthritis’ above.

Description of selected adverse reactions

Malignancies and lymphoproliferative disorders

One hundred and twenty-nine (129) new malignancies of various types we
rheumatoid arthritis patients treated in clinical trials with LIFMIOR for
including 231 patients treated with LIFMIOR in combination with mg
active-controlled study. The observed rates and incidences in these
expected for the population studied. A total of 2 malignancies w
approximately 2 years duration involving 240 LIFMIOR-treg
studies conducted for more than 2 years with 351 ankylegi
reported in LIFMIOR-treated patients. In a group of 2,71
LIFMIOR in double-blind and open-label studies of,

nonmelanoma skin cancers were reported. @

In a group of 7,416 patients treated with L
ankylosing spondylitis and psoriasis cli

Reports of various malignancie
received in the postmarketing p

Injection site reactions

Compared to placebo, pg
higher incidence of ix

were given tr

Additign

the m

<)

Y,

&

reast and lung carcinoma and lymphoma) have also been

s{inglu
section 4.4).

bse

@

O

din 4,114

proximately 6 years,

qi\soriatic arthritis patients. In clinical

‘ @ ndylitis patients, 6 malignancies were
Mue psoriasis patients treated with

2.5 years, 30 malignancies and 43

%IOQ rheumatoid arthritis, psoriatic arthritis,
1

gls, 18 lymphomas were reported.

tS'with rheumatic diseases treated with LIFMIOR had a significantly
site reactions (36% vs. 9%). Injection site reactions usually occurred in

the first month. Rean AWghtion was approximately 3 to 5 days. No treatment was given for the
majority of inj site reactions in the LIFMIOR treatment groups, and the majority of patients who

t received topical preparations, such as corticosteroids, or oral antihistamines.
Y, e patients developed recall injection site reactions characterised by a skin reaction at

t site of injection, along with the simultaneous appearance of injection site reactions at
ection sites. These reactions were generally transient and did not recur with treatment.

ntrolled trials in patients with plaque psoriasis, approximately 13.6% of patients treated with
MIOR developed injection site reactions compared with 3.4% of placebo-treated patients during
he first 12 weeks of treatment.

Serious infections

In placebo-controlled trials, no increase in the incidence of serious infections (fatal, life-threatening, or
requiring hospitalisation or intravenous antibiotics) was observed. Serious infections occurred in 6.3%
of rheumatoid arthritis patients treated with LIFMIOR for up to 48 months. These included abscess (at
various sites), bacteraemia, bronchitis, bursitis, cellulitis, cholecystitis, diarrhoea, diverticulitis,
endocarditis (suspected), gastroenteritis, hepatitis B, herpes zoster, leg ulcer, mouth infection,
osteomyelitis, otitis, peritonitis, pneumonia, pyelonephritis, sepsis, septic arthritis, sinusitis, skin
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infection, skin ulcer, urinary tract infection, vasculitis, and wound infection. In the 2-year
active-controlled study where patients were treated with either LIFMIOR alone, methotrexate alone or
LIFMIOR in combination with methotrexate, the rates of serious infections were similar among the
treatment groups. However, it cannot be excluded that the combination of LIFMIOR with
methotrexate could be associated with an increase in the rate of infections.

treated with placebo for plaque psoriasis in placebo-controlled trials of up to 24 weeks duration.

Serious infections experienced by LIFMIOR-treated patients included cellulitis, gastroenteritis,
pneumonia, cholecystitis, osteomyelitis, gastritis, appendicitis, Streptococcal fasciitis, myositis, septic
shock, diverticulitis and abscess. In the double-blind and open-label psoriatic arthritis trials, 1 patisat 6
reported a serious infection (pneumonia).

There were no differences in rates of infection among patients treated with LIFMIOR and those E

Serious and fatal infections have been reported during use of LIFMIOR; reported pathogens i@
bacteria, mycobacteria (including tuberculosis), viruses and fungi. Some have occurred WghiiNg Tew
weeks after initiating treatment with LIFMIOR in patients who have underlying condi& g,
diabetes, congestive heart failure, history of active or chronic infections) in additiov@

rheumatoid arthritis (see section 4.4). LIFMIOR treatment may increase mortali'%

established sepsis.

nts with

Opportunistic infections have been reported in association with LIFMI &uding invasive fungal,
parasitic (including protozoal), viral (including herpes zoster), bacterig ding Listeria and
Legionella), and atypical mycobacterial infections. In a pooled dataf @ clinical trials, the overall
incidence of opportunistic infections was 0.09% for the 15,402 Jfity gho received LIFMIOR. The
exposure-adjusted rate was 0.06 events per 100 patient-year stmarketing experience,
approximately half of all of the case reports of opportuniggi tions worldwide were invasive
fungal infections. The most commonly reported invasive infections included Candida,
Pneumocystis, Aspergillus, and Histoplasma. Invasi ngal infections accounted for more than half
of the fatalities amongst patients who developed istic infections. The majority of the reports
with a fatal outcome were in patients with PneiMgocWtis pneumonia, unspecified systemic fungal
infections, and aspergillosis (see section 4&

Autoantibodies

Adult patients had serum sample t@r autoantibodies at multiple timepoints. Of the rheumatoid
arthritis patients evaluated for r% r antibodies (ANA), the percentage of patients who developed
s 1 in patients treated with LIFMIOR (11%) than in placebo-

age of patients who developed new positive anti-double-stranded
aeher by radioimmunoassay (15% of patients treated with LIFMIOR

reated patients) and by Crithidia luciliae assay (3% of patients treated

new positive ANA (=1:40)
treated patients (5%). The

DNA antibodies was a
compared to 4% of p

with LIFMIOR &Kﬁu

LIFMIOR wh ped anticardiolipin antibodies was similarly increased compared to
placebo-tre, ents. The impact of long-term treatment with LIFMIOR on the development of
autoinmmuwge MNgeases is unknown.

hafe been rare reports of patients, including rheumatoid factor positive patients, who have
ed other autoantibodies in conjunction with a lupus-like syndrome or rashes that are
atible with subacute cutaneous lupus or discoid lupus by clinical presentation and biopsy.

'Pancytopenia and aplastic anaemia
There have been postmarketing reports of pancytopenia and aplastic anaemia, some of which had fatal
outcomes (see section 4.4).

Interstitial lung disease

In controlled clinical trials of etanercept across all indications, the frequency (incidence proportion) of
interstitial lung disease in patients receiving etanercept without concomitant methotrexate was 0.06%
(frequency rare). In the controlled clinical trials that allowed concomitant treatment with etanercept
and methotrexate, the frequency (incidence proportion) of interstitial lung disease was 0.47%
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(frequency uncommon). There have been postmarketing reports of interstitial lung disease (including
pneumonitis and pulmonary fibrosis), some of which had fatal outcomes.

Concurrent treatment with anakinra

In studies when adult patients received concurrent treatment with LIFMIOR plus anakinra, a higher

rate of serious infections compared to LIFMIOR alone was observed and 2% of patients (3/139)

developed neutropenia (absolute neutrophil count < 1000/mm®). While neutropenic, one patient

developed cellulitis that resolved after hospitalisation (see sections 4.4 and 4.5). é

Elevated liver enzymes
In the double-blind periods of controlled clinical trials of etanercept across all indications, the * 6
frequency (incidence proportion) of adverse events of elevated liver enzymes in patients receivin \
etanercept without concomitant methotrexate was 0.54% (frequency uncommon). In the doubl

periods of controlled clinical trials that allowed concomitant treatment with etanercept and

methotrexate, the frequency (incidence proportion) of adverse events of elevated liver K was

4.18% (frequency common).

Autoimmune hepatitis 0

In controlled clinical trials of etanercept across all indications, the frequency (inCj e proportion) of
autoimmune hepatitis in patients receiving etanercept without concomitant {@ethotrexate was 0.02%
(frequency rare). In the controlled clinical trials that allowed concomita ent with etanercept

and methotrexate, the frequency (incidence proportion) of autoimm itis was 0.24%
(frequency uncommon). Q

See Summary of the safety profile, above.

Paediatric population OQ

Reporting of suspected adverse reactions Q

Reporting suspected adverse reactions after authgeg of the medicinal product is important. It
allows continued monitoring of the beneﬁt/risk%e of the medicinal product. Healthcare
professionals are asked to report any suspe¥ed adWerse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose e 0

No dose-limiting toxicities - rved during clinical trials of rheumatoid arthritis patients. The
highest dose level evalua een an intravenous loading dose of 32 mg/m” followed by
subcutaneous doses of kg Wg/m~ administered twice weekly. One rheumatoid arthritis patient
mistakenly self-admi @ pd 62 mg LIFMIOR subcutaneously twice weekly for 3 weeks without
experiencing undggirabMgffects. There is no known antidote to LIFMIOR.

5. ¥ COLOGICAL PROPERTIES

@rmacodynamic properties

acotherapeutic group: Immunosuppressants, Tumour Necrosis Factor alpha (TNF-a) inhibitors,
C code: L0O4ABO1

Tumour necrosis factor (TNF) is a dominant cytokine in the inflammatory process of rheumatoid
arthritis. Elevated levels of TNF are also found in the synovium and psoriatic plaques of patients with
psoriatic arthritis and in serum and synovial tissue of patients with ankylosing spondylitis. In plaque
psoriasis, infiltration by inflammatory cells, including T-cells, leads to increased TNF levels in
psoriatic lesions compared with levels in uninvolved skin. Etanercept is a competitive inhibitor of
TNF binding to its cell surface receptors, and thereby inhibits the biological activity of TNF. TNF and
lymphotoxin are pro-inflammatory cytokines that bind to two distinct cell surface receptors: the
55-kilodalton (p55) and 75-kilodalton (p75) tumour necrosis factor receptors (TNFRs). Both TNFRs
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exist naturally in membrane-bound and soluble forms. Soluble TNFRs are thought to regulate TNF
biological activity.

TNF and lymphotoxin exist predominantly as homotrimers, with their biological activity dependent on
cross-linking of cell surface TNFRs. Dimeric soluble receptors, such as etanercept, possess a higher

affinity for TNF than monomeric receptors and are considerably more potent competitive inhibitors of

TNF binding to its cellular receptors. In addition, use of an immunoglobulin Fc region as a fusion

element in the construction of a dimeric receptor imparts a longer serum half-life. é

Mechanism of action

Much of the joint pathology in rheumatoid arthritis and ankylosing spondylitis and skin pathology 4 6
plaque psoriasis is mediated by pro-inflammatory molecules that are linked in a network controll ,\
TNF. The mechanism of action of etanercept is thought to be its competitive inhibition of TNE

binding to cell surface TNFR, preventing TNF-mediated cellular responses by rendering TNF

biologically inactive. Etanercept may also modulate biologic responses controlled by a %
downstream molecules (e.g., cytokines, adhesion molecules, or proteinases) that areié& T

regulated by TNF.

Clinical efficacy and safety Q
This section presents data from three studies in juvenile idiopathic arthritis{fne study in paediatric
patients with plaque psoriasis, four studies in adults with rheumatoid ar@, nd four studies in

adults with plaque psoriasis.
Paediatric population QQ
Paediatric patients with juvenile idiopathic arthritis \V O

The safety and efficacy of LIFMIOR were assessed in a t art study in 69 children with
polyarticular-course juvenile idiopathic arthritis wh a variety of juvenile idiopathic arthritis onset
types (polyarthritis, pauciarthritis, systemic onse, ts aged 4 to 17 years with moderately to
severely active polyarticular-course juvenile idMgat®c arthritis refractory to, or intolerant of,
methotrexate were enrolled; patients remawn stable dose of a single nonsteroidal
anti-inflammatory drug and/or prednisog¥<W mg/kg/day or 10 mg maximum). In part 1, all patients
received 0.4 mg/kg (maximum 25 mg me) LIFMIOR subcutaneously twice weekly. In part 2,
patients with a clinical response Qwere randomised to remain on LIFMIOR or receive placebo
for four months and assessed fo flare. Responses were measured using the ACR Pedi 30,
defined as = 30% improve east three of six and = 30% worsening in no more than one of six
JRA core set criteria, inc tive joint count, limitation of motion, physician and patient/parent
global assessments, %l assessment, and erythrocyte sedimentation rate (ESR). Disease flare

was defined as a > 3 rsening in three of six JRA core set criteria and = 30% improvement in not
more than one olNge si core set criteria and a minimum of two active joints.

In part 1 ofgQe y, 51 of 69 (74%) patients demonstrated a clinical response and entered part 2. In
part 2, 4%) patients remaining on LIFMIOR experienced a disease flare compared to 20 of
26 (7, ients receiving placebo (p=0.007). From the start of part 2, the median time to flare was

> s for patients who received LIFMIOR and 28 days for patients who received placebo. Of
A N s who demonstrated a clinical response at 90 days and entered part 2 of the study, some of the
ents remaining on LIFMIOR continued to improve from month 3 through month 7, while those

@rho received placebo did not improve.

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 LIFMIOR for up to 10 years. Rates of serious
adverse events and serious infections did not increase with long-term exposure.

Long-term safety of LIFMIOR monotherapy (n=103), LIFMIOR 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
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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.

In another open-label single-arm study, 60 patients with extended oligoarthritis (15 patients aged 2 to
4, 23 patients aged 5 to 11 and 22 patients aged 12 to 17 years old), 38 patients with enthesitis-related
arthritis (12 to 17 years old), and 29 patients with psoriatic arthritis (12 to 17 years old) were treated

with LIFMIOR at a dose of 0.8 mg/kg (up to a maximum of 50 mg per dose) administered weekly for

12 weeks. In each of the JIA subtypes, the majority of patients met ACR Pedi 30 criteria and é
demonstrated clinical improvement in secondary endpoints such as number of tender joints and

physician global assessment. The safety profile was consistent with that observed in other JIA studies. @

.
Studies have not been done in patients with juvenile idiopathic arthritis to assess the effects of \
continued LIFMIOR therapy in patients who do not respond within 3 months of initiating LIF &
therapy. Additionally, studies have not been conducted to assess the effects of discontinuin 06
reducing the recommended dose of LIFMIOR following its long-term use in patients i%

Paediatric patients with plaque psoriasis Q
The efficacy of LIFMIOR was assessed in a randomised, double-blind, placebo- d study in
211 paediatric patients aged 4 to 17 years with moderate to severe plaque psoriaSj defined by an

sPGA score > 3, involving > 10% of the BSA, and PASI > 12). Eligible paﬁs had a history of
receiving phototherapy or systemic therapy, or were inadequately contr@ topical therapy.

Patients received LIFMIOR 0.8 mg/kg (up to 50 mg) or placebo on kly for 12 weeks. At week
12, more patients randomised to LIFMIOR had positive efficacgr (e.g., PASI 75) than those

randomised to placebo. O

Paediatric Plaque Psoriasis ?@s at 12 Weeks

N IFMIOR
Q.S mg/kg Once
\ Weekly Placebo
0 (N = 106) (N = 105)
PASI 75, n (%) 60 (57%)" 12 (11%)
PASI 50, n (%) 0 79 (75%)* 24 (23%)
sPGA “clear” or “minimajey 56 (53%)" 14 (13%)

Abbreviation: sSPGA-sigtig PlJysician Global Assessment
a. p<0.0001 co with placebo

After the 12-weSgdoubREblind treatment period, all patients received LIFMIOR 0.8 mg/kg (up to
50 mg) once or additional 24 weeks. Responses observed during the open-label period were

similar to % rved in the double-blind period.

L 4
Duri x omised withdrawal period, significantly more patients re-randomised to placebo

1 disease relapse (loss of PASI 75 response) compared with patients re-randomised to
. With continued therapy, responses were maintained up to 48 weeks.

e long-term safety and effectiveness of LIFMIOR 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 LIFMIOR was generally
comparable to the original 48-week study and did not reveal any new safety findings.

Adult patients with rheumatoid arthritis

The efficacy of LIFMIOR was assessed in a randomised, double-blind, placebo-controlled study. The
study evaluated 234 adult patients with active rheumatoid arthritis who had failed therapy with at least
one but no more than four disease-modifying antirheumatic drugs (DMARDs). Doses of 10 mg or

25 mg LIFMIOR or placebo were administered subcutaneously twice a week for 6 consecutive
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months. The results of this controlled trial were expressed in percentage improvement in rheumatoid
arthritis using American College of Rheumatology (ACR) response criteria.

ACR 20 and 50 responses were higher in patients treated with LIFMIOR at 3 and 6 months than in
patients treated with placebo (ACR 20: LIFMIOR 62% and 59%, placebo 23% and 11% at 3 and

6 months, respectively: ACR 50: LIFMIOR 41% and 40%, placebo 8% and 5% at months 3 and 6,
respectively; p<0.01 LIFMIOR vs. placebo at all timepoints for both ACR 20 and ACR 50 responses).

Approximately 15% of subjects who received LIFMIOR achieved an ACR 70 response at month 3 and

month 6 compared to fewer than 5% of subjects in the placebo arm. Among patients receiving

LIFMIOR, the clinical responses generally appeared within 1 to 2 weeks after initiation of therapycm@

nearly always occurred by 3 months. A dose response was seen; results with 10 mg were intermegt

between placebo and 25 mg. LIFMIOR was significantly better than placebo in all component

ACR criteria, as well as other measures of theumatoid arthritis disease activity not included in@

ACR response criteria, such as morning stiffness. A Health Assessment Questionnaire ich
% status

were

included disability, vitality, mental health, general health status, and arthritis-associate
subdomains, was administered every 3 months during the trial. All subdomains of t@
improved in patients treated with LIFMIOR compared to controls at 3 and 6 mow

hi

After discontinuation of LIFMIOR, symptoms of arthritis generally return ithil a month.
Re-introduction of treatment with LIFMIOR after discontinuation of up &nonths resulted in the
same magnitudes of responses as patients who received LIFMIOR wi @termption of therapy
based on results of open-label studies. Continued durable response een seen for up to 10 years
in open-label extension treatment trials when patients received J Rwithout interruption.

The efficacy of LIFMIOR was compared to methotrexa il@l omised, active-controlled study
with blinded radiographic evaluations as a primary endpoi 632 adult patients with active
rheumatoid arthritis (<3 years duration) who had ne ceived treatment with methotrexate. Doses of
10 mg or 25 mg LIFMIOR were administered su usly (SC) twice a week for up to 24 months.
Methotrexate doses were escalated from 7.5 m to a maximum of 20 mg/week over the first

8 weeks of the trial and continued for up t%o ths. Clinical improvement, including onset of
action within 2 weeks with LIFMIOR 23mgNgas similar to that seen in the previous trials and was
maintained for up to 24 months. A@ ¢Jpatients had a moderate degree of disability, with mean

HAQ scores of 1.4 to 1.5. Treat w1y LIFMIOR 25 mg resulted in substantial improvement at
12 months, with about 44% of t¥chieving a normal HAQ score (less than 0.5). This benefit was
maintained in Year 2 of this

amage was assessed radiographically and expressed as change in Total

In this study, structuralg %
Sharp Score (TSS) a mponents, the erosion score and Joint Space Narrowing (JSN) score.
Radiographs of 8gnds/Wts and feet were read at baseline and 6, 12, and 24 months. The 10 mg

LIFMIOR dos onsistently less effect on structural damage than the 25 mg dose. LIFMIOR
25 mg was tly superior to methotrexate for erosion scores at both 12 and 24 months. The
differegic and JSN were not statistically significant between methotrexate and LIFMIOR
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Radiographic Progression: Comparison of LIFMIOR vs. Methotrexate in Patients with
RA of <3 Years Duration

2.57 12 Months 25 24 Months

1.5

2.2
2.01 2.0
1.5 1.3 1.2 1.3 b
1.01 0.8 0.9 1.0 0.9 @
0.6* 0.6 A4 6
0.5 0.4* 0.4 0.4 0.5 K\
N
TSS @

Change from Baseline

TSS Erosions JSN Erosions

1 MTX
EE LIFMIOR 25 mg
*p < 0.05 @.

In another active-controlled, double-blind, randomised study, clinical ef; safety, and
radiographic progression in RA patients treated with LIFMIOR alone, twice weekly),
methotrexate alone (7.5 to 20 mg weekly, median dose 20 mg), an 0

d

ination of LIFMIOR and
methotrexate initiated concurrently were compared in 682 adul?

ith active rheumatoid
arthritis of 6 months to 20 years duration (median 5 years) w 1€Ss than satisfactory response to

at least 1 disease-modifying antirheumatic drug (DMARQ) an methotrexate.

Patients in the LIFMIOR in combination with meth ate therapy group had significantly higher
ACR 20, ACR 50, ACR 70 responses and improy or DAS and HAQ scores at both 24 and
52 weeks than patients in either of the single th@roups (results shown in table below).
Significant advantages for LIFMIOR in coggbinan with methotrexate compared with LIFMIOR
monotherapy and methotrexate monotheé%re also observed after 24 months.

60
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Clinical Efficacy Results at 12 Months: Comparison of LIFMIOR vs. Methotrexate
vs. LIFMIOR in Combination with Methotrexate in Patients with RA of 6 Months
To 20 Years Duration

LIFMIOR +
Endpoint Methotrexate LIFMIOR Methotrexate
(n=228) (n=223) (n=231)

ACR Responses” é
ACR 20 58.8% 65.5% 74.5% *° @

ACR 50 36.4% 43.0% 63.2% ™

ACR 70 16.7% 22.0% 39,89, ™ ‘\6
DAS K

Baseline score’ 5.5 5.7 5.5 O

Week 52 score® 3.0 3.0 2.3% Q

Remission® 14% 18% 37%" \

HAQ
Baseline 1.7 1.7

Week 52 L1 1.0 L o5
a: Patients who did not complete 12 months in the study were con@}to be non-
responders.

b: Values for Disease Activity Score (DAS) are means.
¢: Remission is defined as DAS <1.6. Q
f LIFMIOR + methotrexate

Pairwise comparison p-values: T = p < 0.05 for corgp
vs. methotrexate and ¢ = p < 0.05 for comparisons IOR + methotrexate vs.

LIFMIOR.
Radiographic progression at 12 months was si less in the LIFMIOR group than in the
methotrexate group, while the combinatiog yas ificantly better than either monotherapy at
slowing radiographic progression (see fi clow).
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Radiographic Progression: Comparison of LIFMIOR vs. Methotrexate vs. LIFMIOR in
Combination with Methotrexate in Patients with RA of 6 Months To 20 Years Duration
(12 Month Results)

1 Methotrexate
N LIFMIOR
I LIFMIOR + Methotrexate

Change from Baseline
]
7 -

0.21*

-0.30' 0.23"4
-0.54 4 0
o
—TS8S— —FErosions— —JSN—

Pairwise comparison p-values: * =p < 0.05 for com & of LIFMIOR vs.

0.52* K
0.32 O

methotrexate, ¥ =p < 0.05 for comparisons of LI methotrexate vs.
methotrexate and ¢ = p < 0.05 for comparisons IOR + methotrexate vs.
LIFMIOR.

Significant advantages for LIFMIOR in combination Wl@lrexate compared with LIFMIOR
monotherapy and methotrexate monotherapy were also obs8&ved after 24 months. Similarly, the
significant advantages for LIFMIOR monotherapy red with methotrexate monotherapy were
also observed after 24 months.

In an analysis in which all patients who dr: e&f the study for any reason were considered to

have progressed, the percentage of pat1 out progression (TSS change < 0.5) at 24 months was
higher in the LIFMIOR in comb1nat1 ethotrexate group compared with the LIFMIOR alone
and methotrexate alone groups (& , and 36%, respectively; p<0.05). The difference between

LIFMIOR alone and methotrexa

% Qe was also significant (p<0.05). Among patients who completed
a full 24 months of therapy PN

dy, the non-progression rates were 78%, 70%, and 61%,

respectively. S

The safety and effica¥¥ @, 50 mg LIFMIOR (two 25 mg SC injections) administered once weekly

were evaluated Mg doudg-blind, placebo-controlled study of 420 patients with active RA. In this

study, 53 patl ived placebo, 214 patients received 50 mg LIFMIOR once weekly and 153

patients re mg LIFMIOR twice weekly. The safety and efficacy profiles of the two

LIFM l‘: Ment regimens were comparable at week 8 in their effect on signs and symptoms of
eek 16 did not show comparability (non-inferiority) between the two regimens.

\aatlents with plaque psoriasis
IOR is recommended for use in patients as defined in section 4.1. Patients who “failed to

@espond to” in the target population is defined by insufficient response (PASI<50 or PGA less than

good), or worsening of the disease while on treatment, and who were adequately dosed for a
sufficiently long duration to assess response with at least each of the three major systemic therapies as
available.

The efficacy of LIFMIOR versus other systemic therapies in patients with moderate to severe psoriasis
(responsive to other systemic therapies) has not been evaluated in studies directly comparing
LIFMIOR with other systemic therapies. Instead, the safety and efficacy of LIFMIOR were assessed
in four randomised, double-blind, placebo-controlled studies. The primary efficacy endpoint in all four
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studies was the proportion of patients in each treatment group who achieved the PASI 75 (i.e., at least
a 75% improvement in the Psoriasis Area and Severity Index score from baseline) at 12 weeks.

Study 1 was a Phase 2 study in patients with active, but clinically stable, plaque psoriasis involving
2 10% of the body surface area who were = 18 years old. One hundred and twelve (112) patients were
randomised to receive a dose of 25 mg of LIFMIOR (n=57) or placebo (n=55) twice a week for

24 weeks. e
Study 2 evaluated 652 patients with chronic plaque psoriasis using the same inclusion criteria as study
1 with the addition of a minimum psoriasis area and severity index (PASI) of 10 at screening. @
LIFMIOR was administered at doses of 25 mg once a week, 25 mg twice a week or 50 mg twice a® 6

week for 6 consecutive months. During the first 12 weeks of the double-blind treatment period, \

patients received placebo or one of the above three LIFMIOR doses. After 12 weeks of treatmg

patients in the placebo group began treatment with blinded LIFMIOR (25 mg twice a week), %
in the active treatment groups continued to week 24 on the dose to which they were origiNl1
randomised. K

S

Study 3 evaluated 583 patients and had the same inclusion criteria as study 2. Paj# ths study
received a dose of 25 mg or 50 mg LIFMIOR, or placebo twice a week for 12 nd then all
patients received open-label 25 mg LIFMIOR twice weekly for an addition(4 weeks.

Study 4 evaluated 142 patients and had similar inclusion criteria to s @and 3. Patients in this
study received a dose of 50 mg LIFMIOR or placebo once weekly weeks and then all patients
received open-label 50 mg LIFMIOR once weekly for an addit@ eks.

In study 1, the LIFMIOR-treated group had a significan proportion of patients with a PASI
75 response at week 12 (30%) compared to the placebo-t& group (2%) (p<0.0001). At 24 weeks,
56% of patients in the LIFMIOR-treated group had ved the PASI 75 compared to 5% of
placebo-treated patients. Key results of studies @ are shown below.

Responses of Patie&wit Psoriasis in Studies 2, 3 and 4
Study 2 £ Study 3 Study 4

———————— LIFMIOR! --—--LIFMIOR---- -----LIFMIOR----
25 mg 25mg  50mg 50mg  50mg
Placebo BIW Placebo | BIW BIW | Placebo Qw Qw

n=166 | n= n=|n=193 | n=196 n=19 | n=46 n=96 n=90
wk12 | 162 164 164 | wk12 | wk12 wkl12 | wk12 | wk12  wk24®
Respons %Nk wk  wk
e (%) Con g
PASISO | 18N @ 70 74% 77| 9 oax 77+ 9 6% 83
PASI 75 %‘34* 44  49* 59 3 34% 49% 2 38* 71
DSGA),
clear or

agmofft
%, 5 34* 39 49* 55 4 39* 57* 4 39* 64

@ (0.0001 compared with placebo

2K o statistical comparisons to placebo were made at week 24 in studies 2 and 4 because the original

placebo group began receiving LIFMIOR 25 mg BIW or 50 mg once weekly from week 13 to week 24.

b. Dermatologist Static Global Assessment. Clear or almost clear defined as 0 or 1 on a 0 to 5 scale.

Among patients with plaque psoriasis who received LIFMIOR, significant responses relative to
placebo were apparent at the time of the first visit (2 weeks) and were maintained through 24 weeks of
therapy.

Study 2 also had a drug withdrawal period during which patients who achieved a PASI improvement
of at least 50% at week 24 had treatment stopped. Patients were observed off treatment for the
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occurrence of rebound (PASI >2150% of baseline) and for the time to relapse (defined as a loss of at
least half of the improvement achieved between baseline and week 24). During the withdrawal period,
symptoms of psoriasis gradually returned, with a median time to disease relapse of 3 months. No
rebound flare of disease and no psoriasis-related serious adverse events were observed. There was
some evidence to support a benefit of re-treatment with LIFMIOR in patients initially responding to
treatment.

In study 3, the majority of patients (77%) who were initially randomised to 50 mg twice weekly and
had their LIFMIOR dose decreased at week 12 to 25 mg twice weekly maintained their PASI 75

response through week 36. For patients who received 25 mg twice weekly throughout the study, the
PASI 75 response continued to improve between weeks 12 and 36. . 6

In study 4, the LIFMIOR-treated group had a higher proportion of patients with PASI 75 at we
(38%) compared to the placebo-treated group (2%) (p<<0.0001). For patients who received 5
weekly throughout the study, the efficacy responses continued to improve with 71% at%l

75 at week 24.

In long-term (up to 34 months) open-label studies where LIFMIOR was given wj Qerruption,
clinical responses were sustained and safety was comparable to shorter-term stu@

An analysis of clinical trial data did not reveal any baseline disease cha 1cs that would assist
clinicians in selecting the most appropriate dosing option (intermitte tlnuous) Consequently,
the choice of intermittent or continuous therapy should be based up sician judgment and
individual patient needs.

Antibodies to LIFMIOR

Antibodies to etanercept have been detected in the sera Ne subjects treated with etanercept.
These antibodies have all been non-neutralising an enerally transient. There appears to be no
correlation between antibody development and cja d'@sponse or adverse events.

In subjects treated with approved doses o neﬁ in clinical trials for up to 12 months, cumulative
rates of anti-etanercept antibodies were gBrdN#mately 6% of subjects with rheumatoid arthritis, 7.5%

of subjects with psoriatic arthritis, 2% ects with ankylosing spondylitis, 7% of subjects with
psoriasis, 9.7% of subjects with e@ psoriasis, and 4.8% of subjects with juvenile idiopathic
arthritis. E >

The proportion of subjectg @ eveloped antibodies to etanercept in longer-term trials (of up to
3.5 years) increases ovgeINge, as expected. However, due to their transient nature, the incidence of
antibodies detected a assessment point was typically less than 7% in rheumatoid arthritis

subjects and psoNgsis stects.

In a long-t asis study in which patients received 50 mg twice weekly for 96 weeks, the
incidemceQf aN1bodies observed at each assessment point was up to approximately 9%.

?\®\rmacokinetic properties

% percept serum values were determined by an Enzyme-Linked Immunosorbent Assay (ELISA)
ethod, which may detect ELISA-reactive degradation products as well as the parent compound.

Special populations

Renal impairment

Although there is elimination of radioactivity in urine after administration of radiolabelled etanercept
to patients and volunteers, increased etanercept concentrations were not observed in patients with
acute renal failure. The presence of renal impairment should not require a change in dosage.
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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.

Paediatric population

Paediatric patients with juvenile idiopathic arthritis

In a polyarticular-course juvenile idiopathic arthritis trial with LIFMIOR, 69 patients (aged 4 to 17
years) were administered 0.4 mg LIFMIOR/kg twice weekly for three months. Serum concentration
profiles were similar to those seen in adult rheumatoid arthritis patients. The youngest children (4
years of age) had reduced clearance (increased clearance when normalised by weight) compared wét %
older children (12 years of age) and adults. Simulation of dosing suggests that while older childre K
(10-17 years of age) will have serum levels close to those seen in adults, younger children will

appreciably lower levels. O

Paediatric patients with plaque psoriasis

Patients with paediatric plaque psoriasis (aged 4 to 17 years) were administered 0.8
maximum dose of 50 mg per week) of etanercept once weekly for up to 48 weelgmLN
steady-state trough concentrations ranged from 1.6 to 2.1 mcg/ml at weeks 12, " é

8 48. These mean
concentrations in patients with paediatric plaque psoriasis were similar to tf concentrations observed
in patients with juvenile idiopathic arthritis (treated with 0.4 mg/kg eta wice weekly, up to
maximum dose of 50 mg per week). These mean concentrations werggsi to those seen in adult
patients with plaque psoriasis treated with 25 mg etanercept twice—

s \OQ

Absorption

Etanercept is slowly absorbed from the site of subc us injection, reaching maximum
concentration approximately 48 hours after a si ‘@The absolute bioavailability is 76%. With
twice-weekly doses, it is anticipated that stead)@concentrations are approximately twice as high
as those observed after single doses. After%l ubcutaneous dose of 25 mg LIFMIOR, the average
maximum serum concentration obsewem hy volunteers was 1.65 + 0.66 pug/ml, and the area
under the curve was 235 + 96.6 |Lgeh an serum concentration profiles at steady state in treated
RA patients were C,,,x of 2.4 mgN Ppmg/l, Cpyn of 1.2 mg/l vs. 1.4 mg/l, and partial AUC of

297 mgh/I vs. 316 mgh/1 for 50 Q IOR once weekly (n=21) vs. 25 mg LIFMIOR twice weekly
(n=16), respectively. In an g Mofl, single-dose, two-treatment, crossover study in healthy

volunteers, etanercept ad, d as a single 50 mg/ml injection was found to be bioequivalent to
two simultaneous injegiggNof 25 mg/ml.

In a population Wla inetics analysis in ankylosing spondylitis patients, the etanercept steady
pgehr/ml and 474 pugehr/ml for 50 mg LIFMIOR once weekly (N= 154) and

state AUCs w
25 mg twi@ y (N = 148), respectively.
L 4
Distrg Nr

i ential curve is required to describe the concentration time curve of etanercept. The central
of distribution of etanercept is 7.6 1, while the volume of distribution at steady-state is 10.4 1.

approximately 0.066 1/hr in patients with rheumatoid arthritis, somewhat lower than the value of
0.11 V/hr observed in healthy volunteers. Additionally, the pharmacokinetics of LIFMIOR in
rheumatoid arthritis patients, ankylosing spondylitis and plaque psoriasis patients are similar.
There is no apparent pharmacokinetic difference between males and females.

limination
&tmercept is cleared slowly from the body. The half-life is long, approximately 70 hours. Clearance is
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Linearity
Dose proportionality has not been formally evaluated, but there is no apparent saturation of clearance
across the dosing range.

5.3 Preclinical safety data
LIFMIOR was considered to be non-genotoxic from a battery of in vitro and in vivo studies.

Carcinogenicity studies, and standard assessments of fertility and postnatal toxicity, were not
performed with LIFMIOR due to the development of neutralising antibodies in rodents.

In the toxicological studies with LIFMIOR, no dose-limiting or target organ toxicity was evident. E

*
LIFMIOR did not induce lethality or notable signs of toxicity in mice or rats following a single 6
subcutaneous dose of 2000 mg/kg or a single intravenous dose of 1000 mg/kg. LIFMIOR did gt
dose-limiting or target organ toxicity in cynomolgus monkeys following twice weekly subcutdgeoys
administration for 4 or 26 consecutive weeks at a dose (15 mg/kg) that resulted in AUC-BgfeNerum
drug concentrations that were over 27-fold higher than that obtained in humans at t@ ended

dose of 25 mg.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients : @

Powder

Mannitol (E421) Q
Sucrose O
Trometamol \

Solvent
Water for injections Q
6.2 Incompatibilities 0\

In the absence of compatibility ?d@s medicinal product must not be mixed with other medicinal

products.

6.3  Shelf life @
3 years. Q
From a microl '

al point of view, the reconstituted medicinal product should be used

0
immediatel @‘ ical and physical in-use stability has been demonstrated for 6 hours at temperatures
not abeva 5§ after reconstitution.

Spgcial precautions for storage

in a refrigerator (2°C - 8°C). Do not freeze.

IFMIOR may be stored at temperatures up to a maximum of 25° C for a single period of up to four
weeks; after which, it should not be refrigerated again. LIFMIOR should be discarded if not used
within four weeks of removal from refrigeration.

For storage conditions of the reconstituted medicinal product, see section 6.3.
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6.5 Nature and contents of container

Clear glass vial (4 ml, type I glass) with rubber stopper, aluminium seal, and flip-off plastic cap.
LIFMIOR is supplied with pre-filled syringes containing water for injection. The syringes are type [
glass.

Cartons contain 4 vials of LIFMIOR, 4 pre-filled syringes of water for injections, 4 needles, 4 vial
adaptors and 8 alcohol swabs. é

*
Instructions for use and handling \6
LIFMIOR is reconstituted with 1 ml water for injections before use, and administered by subc s
injection. The solution should be clear and colourless to pale yellow or pale brown, with no lu
flakes or particles. Some white foam may remain in the vial — this is normal. LIFMIO ul&ygot be
used if all the powder in the vial is not dissolved within 10 minutes. Start again with aP&fe ial

6.6  Special precautions for disposal and other handling

Comprehensive instructions for the preparation and administration of the reconsjjme MIOR vial
are given in the package leaflet, section 7, "Instructions for preparation and givi v@‘ injection of
LIFMIOR"

Any unused product or waste material should be disposed of in accorf@ith local requirements.

7. MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

Belgium Q
UMBER(S)

8. MARKETING AUTHORIS@
EU/1/16/1165/001 6
9. DATE OF FIR & ORISATION/RENEWAL OF THE AUTHORISATION

Date of first autMggisati® 13 February 2017
Date of last re% {DDmonth YYYY}

OF REVISION OF THE TEXT

N CT information on this medicinal product is available on the website of the European Medicines
@ pCy http://www.ema.europa.eu.

<
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ANNEX IT Qq
MANUFACTURERS OF THE BI ACTIVE SUBSTANCE AND
MANUFACTURERS RESPONSIBL BATCH RELEASE

CONDITIONS OR RESTRI REGARDING SUPPLY AND USE

OTHER CONDITIONSANDREQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITION ﬁSTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE THE MEDICINAL PRODUCT
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A. MANUFACTURERS OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers of the biological active substance
Boehringer Ingelheim Pharma KG

Birkendorfer Strasse 65

D-88397 Biberach an der Riss

Germany

Pfizer Ireland Pharmaceuticals

Grange Castle Business Park .
Clondalkin

Dublin 22 K
Ireland 0

Name and address of the manufacturers responsible for batch release \:

Wyeth Pharmaceuticals 0
New Lane

Havant @
Hampshire, PO9 2NG

United Kingdom é

Pfizer Manufacturing Belgium NV

Rijksweg 12,

2870 Puurs

Belgium O

The printed package leaflet of the medicinal produc t state the name and address of the
manufacturer responsible for the release of the @ batch.

B. CONDITIONS OR RESTRICT EGARDING SUPPLY AND USE

Medicinal product subject to res ’c@dical prescription (see Annex I: Summary of Product
Characteristics, section 4.2)

C. OTHER COND, ;; AND REQUIREMENTS OF THE MARKETING
AUTHORISA¢

° Periodi Update Reports

The r u@ts for submission of periodic safety update reports for this medicinal product are set
out i@ of Union reference dates (EURD list) provided for under Article 107c(7) of Directive
&

and any subsequent updates published on the European medicines web-portal.
CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.
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An updated RMP should be submitted:
e At the request of the European Medicines Agency;
e  Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

° Additional risk minimisation measures e

Prior to launch in each Member State, the MAH shall agree the final educational material with the

competent authority in that Member State comprising of information provided to all healthcare @
professionals expected to prescribe the product on the correct and safe use of the pre-filled pen an 6
Patient Alert Card which is to be given to patients using LIFMIOR. i\

The healthcare professional’s educational material should contain the following key elements:
e Teaching guide to facilitate training of the patients in the safe use of the pre-fill

¢ A needle-free demonstration device

e Instructional materials to share with patients 0
The Patient’s Alert Card should contain the following key elements for patiepts @1 with
LIFMIOR: {

e The risk of opportunistic infections and tuberculosis (TB) @
e The risk of Congestive Heart Failure (CHF).

113



AAAAA






PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON TEXT - EU/1/16/1165/002-004

| 1. NAME OF THE MEDICINAL PRODUCT

LIFMIOR 25 mg powder and solvent for solution for injection
etanercept

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of LIFMIOR contains 25 mg etanercept.

&2

| 3. LIST OF EXCIPIENTS

The other ingredients in LIFMIOR are:

X
D
(%

Powder: Mannitol, sucrose and trometamol. @
Solvent: Water for injections Q

[4.  PHARMACEUTICAL FORM AND CONTEN@

Powder and solvent for solution for injection O

4 vials of powder Q

4 pre-filled syringes of 1 ml solvent \
4 stainless steel injection needles

4 vial adaptors

8 alcohol swabs EO

8 vials of powder
8 pre-filled syringes of 1 ¢l nt
dles

8 stainless steel injectj
8 vial adaptors Q
16 alcohol swab\
24 vials o @
24 pre? syinges of 1 ml solvent
24 stgml eel injection needles
a@aptors
8 hol swabs

Q )
5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Subcutaneous use
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6.

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7.

OTHER SPECIAL WARNING(S), IF NECESSARY

8.

EXP

EXPIRY DATE g%b

9.

SPECIAL STORAGE CONDITIONS N

Store in a refrigerator.
Do not freeze.

Refer to package leaflet for alternative storage details. é

After preparing the LIFMIOR solution, immediate use is recom to a maximum of 6 hours).

10.

SPECIAL PRECAUTIONS FOR DISPOSAL @SED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUSH MEDICINAL PRODUCTS, IF

APPROPRIATE
Q“'

11.

NAME AND ADDRESS OF TE@MKETING AUTHORISATION HOLDER

Boulevard de la Plaine 17

Pfizer Europe MA EEIG EO

1050 Bruxelles

Belgium &
12. MARKETWG AeTHORISATION NUMBER(S)

BATCH NUMBER

Lot

14.

GENERAL CLASSIFICATION FOR SUPPLY
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| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE |

LIFMIOR 25 mg e

| 17.  UNIQUE IDENTIFIER-2D BARCODE s @
0\9

2D barcode carrying the unique identifier included. K

V'S

| 18. UNIQUE IDENTIFIER-HUMAN READABLE DATA

NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

TEXT FOR VIAL LABEL - EU/1/16/1165/002-004

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION |

LIFMIOR 25 mg powder for injection
etanercept
Subcutaneous use . \6

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use. 0\
foy

| 3. EXPIRY DATE

EXP @

| 4.  BATCH NUMBER 74
Lot \O

(@)

| 5. CONTENTS BY WEIGHT, BY VOLUIMM¥BY UNIT |

&

)

&

| 6. OTHER RN )
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

TEXT FOR SYRINGE LABEL - EU/1/16/1165/002-004

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION | e
Solvent for LIFMIOR
Subcutaneous use @

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use. ®
O
[3.  EXPIRY DATE |

EXP

| 4.  BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUMKORBY UNIT

1 ml water for injections \

)

&

6. OTHER RN )
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON TEXT — (25 mg Pre-filled Syringe) — EU/1/16/1165/005-007

| 1. NAME OF THE MEDICINAL PRODUCT

LIFMIOR 25 mg solution for injection in pre-filled syringe
etanercept ‘\6

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe of LIFMIOR contains 25 mg etanercept. 0\
foy

| 3. LIST OF EXCIPIENTS

The other ingredients in LIFMIOR are:

Sucrose, sodium chloride, L-arginine hydrochloride, sodium phosp @)basic dihydrate, sodium
phosphate dibasic dihydrate and water for injections.

[4.  PHARMACEUTICAL FORM AND CONTEN@

Solution for injection in pre-filled syringe O

4 pre-filled syringes Q
4 alcohol swabs \
8 pre-filled syringes 0

8 alcohol swabs EO
24 pre-filled syringes
24 alcohol swabs &

| 5. METHO &)UTE(S) OF ADMINISTRATION

Read the eaﬂet before use.
Subcu?

dv1ce
he solution after it has reached room temperature (15 to 30 minutes after taking the product

the refrigerator).
®nject slowly, at an angle of 45° to 90° to the skin.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Do not freeze. &

Refer to package leaflet for alternative storage details.
Keep the pre-filled syringes in the outer carton in order to protect from light. 0\:
10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDIC PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINQL PRODUCTS, IF
APPROPRIATE {)|
| 11. NAME AND ADDRESS OF THE MARKETING RISATION HOLDER
Pfizer Europe MA EEIG \
Boulevard de la Plaine 17 O
1050 Bruxelles
Belgium \
L}
| 12. MARKETING AUTHORISA' UMBER(S)
EU/1/16/1165/005 b
EU/1/16/1165/006 O

EU/1/16/1165/007 &

13. BATCH @
Lot %

*

| 14. CENERAL CLASSIFICATION FOR SUPPLY

; @15. INSTRUCTIONS ON USE
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| 16.

INFORMATION IN BRAILLE

LIFMIOR 25 mg

[ 17.

UNIQUE IDENTIFIER-2D BARCODE

2D barcode carrying the unique identifier included.

| 18.

UNIQUE IDENTIFIER-HUMAN READABLE DATA

PC:

SN:

NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

TEXT FOR PRE-FILLED SYRINGE LABEL — (25 mg Pre-filled Syringe) — EU/1/16/1165/005-
007

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION |

LIFMIOR 25 mg injection

etanercept . \6

Subcutaneous use K
(2. METHOD OF ADMINISTRATION &Y é
Read the package leaflet before use. 0

3. EXPIRY DATE {
EXP g@

| 4. BATCH NUMBER e

Lot \

5. CONTENTS BY WEIGHT, BY VO& "OR BY UNIT

25 mg/0.5 ml 0

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON TEXT — (50 mg Pre-filled Syringe) — EU/1/16/1165/008-010

| 1. NAME OF THE MEDICINAL PRODUCT

LIFMIOR 50 mg solution for injection in pre-filled syringe
etanercept

[2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe of LIFMIOR contains 50 mg etanercept.

[3.  LIST OF EXCIPIENTS

The other ingredients in LIFMIOR are:
Sucrose, sodium chloride, L-arginine hydrochloride, sodium phosphate

s1c dihydrate, sodium

phosphate dibasic dihydrate and water for injections. q

| 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection in pre-filled syringe

O

2 pre-filled syringes2 alcohol swabs Q
4 pre-filled syringes \
4 alcohol swabs c)

12 pre-filled syringes EO

12 alcohol swabs

| 5. METHOD APQ&]TE(S) OF ADMINISTRATION
Read the packa &ﬂet
Subcutaneous@

fore use.

Injectlﬁ @
In e tion after it has reached room temperature (15 to 30 minutes after taking the product

efrlgerator)
lowly, at an angle of 45° to 90° to the skin.

OF THE SIGHT AND REACH OF CHILDREN

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight and reach of children.
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| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE |

EXP

| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Do not freeze. &

Refer to package leaflet for alternative storage details.
Keep the pre-filled syringes in the outer carton in order to protect from light. 0\:
10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDIC PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINQL PRODUCTS, IF
APPROPRIATE {)|
| 11. NAME AND ADDRESS OF THE MARKETING RISATION HOLDER
Pfizer Europe MA EEIG \
Boulevard de la Plaine 17 O
1050 Bruxelles
Belgium \
L}
| 12. MARKETING AUTHORISA' UMBER(S)
EU/1/16/1165/008 b

EU/1/16/1165/009 O
EU/1/16/1165/010 &
| 13. BATCH Bg

NERAL CLASSIFICATION FOR SUPPLY

15. INSTRUCTIONS ON USE
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| 16.

INFORMATION IN BRAILLE

LIFMIOR 50 mg

[ 17.

UNIQUE IDENTIFIER-2D BARCODE

2D barcode carrying the unique identifier included.

| 18.

UNIQUE IDENTIFIER-HUMAN READABLE DATA

PC:

SN:

NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

TEXT FOR PRE-FILLED SYRINGE — (50 mg Pre-filled Syringe) — EU/1/16/1165/008-010

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION |

LIFMIOR 50 mg injection
etanercept
Subcutaneous use . \6

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use. 0\
foy

| 3. EXPIRY DATE

EXP @

| 4.  BATCH NUMBER 74
Lot \O

(@)

5. CONTENTS BY WEIGHT, BY VOL ¥BY UNIT

50 mg/1 ml c’)\'
& 0
6. OTHER b
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON TEXT — (50 mg Pre-filled Pen) — EU/1/16/1165/011-013

| 1. NAME OF THE MEDICINAL PRODUCT | e
LIFMIOR 50 mg solution for injection in pre-filled pen
etanercept

[2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen of LIFMIOR contains 50 mg etanercept. ®
D
| 3. LIST OF EXCIPIENTS % |
\d

The other ingredients in LIFMIOR are:
Sucrose, sodium chloride, L-arginine hydrochloride, sodium phosphate s1c dihydrate, sodium

phosphate dibasic dihydrate and water for injections. q

| 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection in a pre-filled pen (MYCLIC)
2 MYCLIC pre-filled pens
2 alcohol swabs

4 MYCLIC pre-filled pens c’)\'

4 alcohol swabs

12 MYCLIC pre-filled pens 6

12 alcohol swabs

| 5. METHOD A UTE(S) OF ADMINISTRATION

Read the pac \ﬂet before use.
Subcuta Q
In e 1ce:

é solutlon after it has reached room temperature (15 to 30 minutes after taking the product

e refrigerator).

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE |

EXP

| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Do not freeze. &

Refer to package leaflet for alternative storage details.
Keep the pre-filled pens in the outer carton in order to protect from light. 0\:
10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDIC PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINQL PRODUCTS, IF
APPROPRIATE {)|
| 11. NAME AND ADDRESS OF THE MARKETING RISATION HOLDER
Pfizer Europe MA EEIG \
Boulevard de la Plaine 17 O
1050 Bruxelles
Belgium \
L}
| 12. MARKETING AUTHORISA' UMBER(S)
EU/1/16/1165/011 b

EU/1/16/1165/012 O
EU/1/16/1165/013 &
| 13. BATCH Bg

NERAL CLASSIFICATION FOR SUPPLY

15. INSTRUCTIONS ON USE
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| 16.

INFORMATION IN BRAILLE

LIFMIOR 50 mg

[ 17.

UNIQUE IDENTIFIER-2D BARCODE

2D barcode carrying the unique identifier included.

| 18.

UNIQUE IDENTIFIER-HUMAN READABLE DATA

PC:

SN:

NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

TEXT FOR PRE-FILLED PEN — (50 mg Pre-filled Pen) — EU/1/16/1165/011-013

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION |

LIFMIOR 50 mg solution for injection in pre-filled pen
etanercept
Subcutaneous use . \6

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use. 0\
foy

| 3. EXPIRY DATE

EXP @

| 4.  BATCH NUMBER 74
Lot \O

(@)

5. CONTENTS BY WEIGHT, BY VOL MBY UNIT
50 mg/1 ml \
s
6. OTHER b
MYCLIC Pre-filled pen O
N\
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON TEXT (For paediatric use) — EU/1/16/1165/001

| 1. NAME OF THE MEDICINAL PRODUCT |

LIFMIOR 10 mg powder and solvent for solution for injection for paediatric use @

etanercept
9

[2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial of LIFMIOR contains 10 mg etanercept. \Q
D
| 3. LIST OF EXCIPIENTS % |
\d

The other ingredients in LIFMIOR are:
Powder: Mannitol, sucrose and trometamol.

Solvent: Water for injections q

| 4. PHARMACEUTICAL FORM AND CONTENTS

4 vials of powder O
4 pre-filled syringes of 1 ml solvent Q
4 stainless steel injection needles \

4 vial adaptors C)

8 alcohol swabs 0

| 5. METHOD AND R OF ADMINISTRATION

Powder and solvent for solution for injection

Read the package leaQ&re use.

Subcutaneous u\
The 10 mg Vi@ children prescribed a dose of 10 mg or less. Follow the directions given by the

doctor. Q
1d be used for just one dose in one patient, and any remaining solution should be

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE |

EXP e

| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.

Do not freeze. &
Refer to package leaflet for alternative storage details. ®

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED ME%INAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDI@ PRODUCTS, IF

APPROPRIATE q

11. NAME AND ADDRESS OF THE MARKETIﬁ@HORISATION HOLDER
N
Pfizer Europe MA EEIG O

Boulevard de la Plaine 17
1050 Bruxelles
Belgium \

12. MARKETING AUTHO N NUMBER(S)

EU/1/16/1165/001

O
N
[ 13. BATCH Uh@
Lot ®\

*

| 14. CENERAL CLASSIFICATION FOR SUPPLY
NS

; @15. INSTRUCTIONS ON USE
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| 16.

INFORMATION IN BRAILLE

LIFMIOR 10 mg

[ 17.

UNIQUE IDENTIFIER-2D BARCODE

2D barcode carrying the unique identifier included.

| 18.

UNIQUE IDENTIFIER-HUMAN READABLE DATA

PC:

SN:

NN:
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

TEXT FOR VIAL LABEL — (For paediatric use) — EU/1/16/1165/001

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION |

LIFMIOR 10 mg powder for injection
etanercept
Subcutaneous use . \6

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use. 0\
foy

| 3. EXPIRY DATE

EXP @

| 4.  BATCH NUMBER 74
Lot \O

(@)

| 5. CONTENTS BY WEIGHT, BY VOLUIMM¥BY UNIT |

&

)

&

| 6. OTHER RN )
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

TEXT FOR SYRINGE LABEL — (For paediatric use) — EU/1/16/1165/001

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION | e
Solvent for LIFMIOR
Subcutaneous use @

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use. ®
O
[3.  EXPIRY DATE |

EXP

| 4.  BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUMKORBY UNIT

1 ml water for injections \

)

&

6. OTHER RN )
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Package Leaflet: Information for the User

LIFMIOR 25 mg powder and solvent for solution for injection
Etanercept

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of
section 4 for how to report side effects.

contains important information for you.

Read all (both sides) of this leaflet carefully before you start using this medicine because it 6@
.

Keep this leaflet. You may need to read it again. &
Your doctor will also give you a Patient Alert Card, which contains important safety inf 1

that you need to be aware of before and during treatment with LIFMIOR. 0@
If you have any further questions, ask your doctor, pharmacist or nurse. Q
This medicine has been prescribed for you or a child in your care. Do not pass ité& ers. It

may harm them, even if their signs of illness are the same as yours or those @ ild you are
caring for.

If you get any side effects, talk to your doctor or pharmacist. This inclygles a%#possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet q@
Information in this leaflet is organised under the following 7 se@

Nk W=

1.

What LIFMIOR is and what it is used for \O

What you need to know before you use LIFM

How to use LIFMIOR 6

Possible side effects

How to store LIFMIOR

Contents of the pack and other infg ion

Instructions for preparing and givag #n injection of LIFMIOR (See overleaf)

What LIFMIOR is and @t is used for

LIFMIOR is a medicine W{at ade from two human proteins. It blocks the activity of another protein
in the body that caus mation. LIFMIOR works by reducing the inflammation associated with

certain diseases

In adults (age over), LIFMIOR can be used for moderate or severe rheumatoid arthritis,
psoriatic , severe axial spondyloarthritis including ankylosing spondylitis, and moderate
or seve rrasis — in each case usually when other widely used treatments have not worked well
ego re not suitable for you.

@umatoid arthritis, LIFMIOR is usually used in combination with methotrexate, although it may

e used alone if treatment with methotrexate is unsuitable for you. Whether used alone or in

Qombination with methotrexate, LIFMIOR can slow down the damage to your joints caused by the
rheumatoid arthritis and improve your ability to do normal daily activities.

For psoriatic arthritis patients with multiple joint involvement, LIFMIOR can improve your ability to
do normal daily activities. For patients with multiple symmetrical painful or swollen joints (e.g.,
hands, wrists and feet), LIFMIOR can slow down the structural damage to those joints caused by the
disease.
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LIFMIOR is also prescribed for the treatment of the following diseases in children and adolescents

2.

¢ For the following types of juvenile idiopathic arthritis when treatment with methotrexate has not
worked well enough or is not suitable for them:

e Polyarthritis (rheumatoid factor positive or negative) and extended oligoarthritis in
patients from the age of 2 years

e Psoriatic arthritis in patients from the age of 12 years

e For enthesitis-related arthritis in patients from the age of 12 years when other widely used’\g

treatments have not worked well enough or are not suitable for them K

e Severe psoriasis in patients from the age of 6 years who have had an inadequate regp, Qor
are unable to take) phototherapies or other systemic therapies. %

What you need to know before you use LIFMIOR @0

Do not use LIFMIOR &

reactions such as chest
and contact your doctor

LIFMIOR (listed in section 6). If you or the child experien
tightness, wheezing, dizziness or rash, do not inject moreg.I
immediately.

if you or the child have, or are at risk of developir@us blood infection called sepsis. If
you are not sure, please contact your doctor.

if you or the child, have an infection of any k you are not sure, please talk to your doctor.

if you, or the child you are caring for, are allergic to etanercep @of the other ingredients of
N\
s b

Warnings and precautions \

Talk to your doctor before taking LIFMDR

Allergic reactions: If you Qg 1ld experience allergic reactions such as chest tightness,
wheezing, dizziness or ra not inject more LIFMIOR, and contact your doctor immediately.
Infections/surgery: IffyoNor the child develop a new infection, or are about to have any major

surgery, your doctagm®s#vish to monitor the treatment with LIFMIOR.

Infections/dia y ¥cll your doctor if you or the child have a history of recurrent infections or
or other conditions that increase the risk of infection.

suffer frowg diab
Infectio l\lito ng: Tell your doctor of any recent travel outside the European region. If you

or the velop symptoms of an infection such as fever, chills or cough, notify your doctor
{m . Your doctor may decide to continue to monitor you or the child for the presence of
1 Wwis after you or the child stop using LIFMIOR.

culosis: As cases of tuberculosis have been reported in patients treated with LIFMIOR,

may include a thorough medical history, a chest X-ray and a tuberculin test. The conduct of
these tests should be recorded on the Patient Alert Card. It is very important that you tell your
doctor if you or the child have ever had tuberculosis, or have been in close contact with
someone who has had tuberculosis. If symptoms of tuberculosis (such as persistent cough,
weight loss, listlessness, mild fever), or any other infection appear during or after therapy, tell
your doctor immediately.

Hepatitis B: Tell your doctor if you or the child have or have ever had hepatitis B. Your doctor
should test for the presence of hepatitis B infection before you or the child begin treatment with
LIFMIOR. Treatment with LIFMIOR may result in reactivation of hepatitis B in patients who
have previously been infected with the hepatitis B virus. If this occurs, you should stop using
LIFMIOR.

E\ r doctor will check for signs and symptoms of tuberculosis before starting LIFMIOR. This
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. Hepatitis C: Tell your doctor if you or the child have hepatitis C. Your doctor may wish to
monitor the treatment with LIFMIOR in case the infection worsens.

. Blood disorders: Seek medical advice immediately if you or the child have any signs or
symptoms such as persistent fever, sore throat, bruising, bleeding or paleness. Such symptoms
may point to the existence of potentially life-threatening blood disorders, which may require
discontinuation of LIFMIOR.

. Nervous system and eye disorders: Tell your doctor if you or the child have multiple sclerosis,
optic neuritis (inflammation of the nerves of the eyes) or transverse myelitis (inflammation of
the spinal cord). Your doctor will determine if LIFMIOR is an appropriate treatment.

. Congestive heart failure: Tell your doctor if you or the child have a history of congestive heartg

failure, because LIFMIOR needs to be used with caution under these circumstances. ¢
. Cancer: Tell your doctor if you have or have ever had lymphoma (a type of blood cancer)
any other cancer before you are given LIFMIOR. Q

Patients with severe rheumatoid arthritis, who have had the disease for a long tim

higher than average risk of developing lymphoma.

Children and adults taking LIFMIOR may have an increased risk of developing ma or

another cancer. é

Some children and teenage patients who have received LIFMIOR or othe%1
p

the same way as LIFMIOR have developed cancers, including unusuifJ

es that work

ich sometimes
resulted in death.

Some patients receiving LIFMIOR have developed skin cancers.

child develop any change in the appearance of the skin or groy¥

. Chickenpox: Tell your doctor if you or the child are expo

LIFMIOR. Your doctor will determine if preventive treawge

. Alcohol abuse: LIFMIOR should not be used for the % pnt of hepatitis related to alcohol

abuse. Please tell your doctor if you or the child in‘WQWgg#re have a history of alcohol abuse.

. Wegener’s granulomatosis: LIFMIOR is not ﬁom nded for the treatment of Wegener’s

[} r doctor if you or the
’ ‘ e skin.

\ckenpox when using
ickenpox is appropriate.

granulomatosis, a rare inflammatory disease. or the child in your care have Wegener’s
granulomatosis, talk to your doctor.

. Anti-diabetic medicines: Tell your doctorN{ you or the child have diabetes or are taking
medicines to treat diabetes. Your d may decide if you or the child need less anti-diabetic
medicine while taking LIFMIOR.

Children and adolescents

. Vaccinations: If pos % ildren should be up to date with all vaccinations before using
LIFMIOR. Some vagc™e#, such as oral polio vaccine, should not be given while using
LIFMIOR. Ple ult your doctor before you or the child receive any vaccines.

. Inflammagory 1 disease (IBD): There have been cases of IBD in patients with juvenile
idiopathi ritis W1A) treated with LIFMIOR. Tell the doctor if the child develops any
abdomi‘%

ps and pain, diarrhoea, weight loss or blood in the stool.
LIFMf ould not normally be used in children with polyarthritis or extended oligoarthritis below
the affe years, or in children with enthesitis-related arthritis or psoriatic arthritis below the age of

& or in children with psoriasis below the age of 6 years.
er medicines and LIFMIOR

<

Tell the doctor or pharmacist if you or the child are taking, have recently taken or might take any other
medicines (including anakinra, abatacept or sulfasalazine), even those not prescribed by the doctor.
You or the child should not use LIFMIOR with medicines that contain the active substance anakinra or
abatacept.
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Pregnancy and breast-feeding

LIFMIOR should only be used during pregnancy if clearly needed. You should consult your doctor if
you become pregnant, think you may be pregnant, or are planning to have a baby.

If you received LIFMIOR during pregnancy, your baby may have a higher risk of getting an infection.

In addition, one study found more birth defects when the mother had received LIFMIOR in pregnancy,

compared with mothers who had not received LIFMIOR or other similar medicines é
(TNF-antagonists), but there was no particular kind of birth defect reported. Another study found no

increased risk of birth defects when the mother had received LIFMIOR in pregnancy. Your doctor will @
help you to decide whether the benefits of treatment outweigh the potential risk to your baby. It is & 6
important that you tell the baby’s doctors and other healthcare professionals about the use of \

LIFMIOR during pregnancy before the baby receives any vaccine (for more information see s '&,
“Vaccinations”). b

Women using LIFMIOR should not breast-feed, since LIFMIOR passes into humanb@& jlk.

Driving and using machines @

The use of LIFMIOR is not expected to affect the ability to drive or use maﬁles.

)

Always use this medicine exactly as the doctor has told you @ith the doctor or pharmacist if
you are not sure.

3. How to use LIFMIOR

If you feel that the effect of LIFMIOR is too strong 0} weak, talk to your doctor or pharmacist.

Dosing for adult patients (aged 18 years or 0@

Rheumatoid arthritis, psoriatic arthritis, @&l spondyloarthritis including ankylosing spondylitis

The usual dose is 25 mg given t 'c@ek or 50 mg once a week as an injection under the skin.
However, your doctor may dete alternative frequency at which to inject LIFMIOR.

Plaque psoriasis O
The usual dose is 25 ice a week or 50 mg once a week.
Alternatively, ay be given twice a week for up to 12 weeks, followed by 25 mg twice a week

or 50 mg o k

S

Your ill decide how long you should take LIFMIOR and whether retreatment is needed based

o @sponse. If LIFMIOR has no effect on your condition after 12 weeks, your doctor may tell
% op taking this medicine.

e in children and adolescents

The appropriate dose and frequency of dosing for the child or adolescent will depend on body weight
and disease. The doctor will provide you with detailed directions for preparing and measuring the
appropriate dose.

For polyarthritis or extended oligoarthritis in patients from the age of 2 years, or enthesitis-related
arthritis or psoriatic arthritis in patients from the age of 12 years, the usual dose is 0.4 mg of LIFMIOR
per kg bodyweight (up to a maximum of 25 mg) given twice weekly, or 0.8 mg of LIFMIOR per kg
bodyweight (up to a maximum of 50 mg) given once weekly.
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For psoriasis in patients from the age of 6 years, the usual dose is 0.8 mg of LIFMIOR per kg

bodyweight (up to a maximum of 50 mg), and should be given once weekly. If LIFMIOR has no effect

on the child’s condition after 12 weeks, your doctor may tell you to stop using this medicine.

Method and route of administration

LIFMIOR is administered by an injection under the skin (by subcutaneous injection). é

LIFMIOR can be taken with or without food or drink. @
9

The powder must be dissolved before use. Detailed instructions on how to prepare and inject \

LIFMIOR are provided in section 7, “Instructions for preparing and giving an injection
LIFMIOR”. Do not mix the LIFMIOR solution with any other medicine.

To help you remember, it may be helpful to write in a diary which day(s) of the week R
should be used.

If you use more LIFMIOR than you should @

If you have used more LIFMIOR than you should (either by injecting to, on a single occasion or

by using it too frequently), talk to a doctor or pharmacist immediatel s have the outer carton
of the medicine with you, even if it is empty. Q

If you forget to inject LIFMIOR Q

If you forget a dose, you should inject it as soon as you re er, unless the next scheduled dose is
the next day; in which case you should skip the mismse. Then continue to inject the medicine on

the usual day(s). If you do not remember until th t the next injection is due, do not take a
double dose (two doses on the same day) to malg ufNfor a forgotten dose.
If you stop using LIFMIOR \

Your symptoms may return upo i@\uaﬁon.

If you have any further quesy e use of this medicine, ask your doctor or pharmacist.

4.  Possible side e

Like all medi(&is medicine can cause side effects, although not everybody gets them.
S

Allergic s§a

[$ n@h\ following happen, do not inject more LIFMIOR. Tell your doctor immediately, or go to
& ty department at your nearest hospital.

0 Trouble swallowing or breathing
. Swelling of the face, throat, hands, or feet

. Feeling nervous or anxious, throbbing sensations, sudden reddening of the skin and/or a warm
feeling
. Severe rash, itching, or hives (elevated patches of red or pale skin that often itch)

Serious allergic reactions are rare. However, any of the above symptoms may indicate an allergic
reaction to LIFMIOR, so you should seek immediate medical attention.
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Serious side effects

If you notice any of the following, you or the child may need urgent medical attention.

. Signs of serious infections, such as high fever that may be accompanied by cough, shortness of
breath, chills, weakness, or a hot, red, tender, sore area on the skin or joints
Signs of blood disorders, such as bleeding, bruising, or paleness
. Signs of nerve disorders, such as numbness or tingling, changes in vision, eye pain, or onset of é

weakness in an arm or leg
. Signs of heart failure or worsening heart failure, such as fatigue or shortness of breath with @
activity, swelling in the ankles, a feeling of fullness in the neck or abdomen, night-time ~ ® 6
shortness of breath or coughing, bluish colour of the nails or the lips \
. Signs of cancers: Cancers may affect any part of the body including the skin and blood
possible signs will depend on the type and location of the cancer. These signs mayi @

weight loss, fever, swelling (with or without pain), persistent cough, presence ofy S
growths on the skin
. Signs of autoimmune reactions (where antibodies are made that may harm \gm¥¥ tissues in

the body) such as pain, itching, weakness, and abnormal breathing, thinki% tion, or vision
. Signs of lupus or lupus-like syndrome, such as weight changes, persisgent , fever, joint or
muscle pain, or fatigue {
. Signs of inflammation of the blood vessels such as pain, fever, @
or itching.

or warmth of the skin,

These are rare or uncommon side effects, but are serious condi@ of which may rarely be
fatal). If these signs occur, tell your doctor immediately or@ casualty department at your
nearest hospital.

The known side effects of LIFMIOR include the fol@g in groups of decreasing frequency:

. Very common (may affect more thgu, 1 inQ people):
Infections (including colds, sinusit'%lchitis, urinary tract infections and skin infections);
injection site reactions (including@l g, bruising, redness, itching, pain, and swelling).
Reactions at the injection gitey(t 0 not occur as often after the first month of treatment).
Some patients have devel ction at an injection site that was used before.

. Common (may affec in 10 people):
Allergic reactions; ash; itching; antibodies directed against normal tissue (autoantibody
formation).

ay Mfect up to 1 in 100 people):
tons (including pneumonia, deep skin infections, joint infections, blood infection,
?n ns at various sites); worsening of congestive heart failure; low red blood cell count,
(x ite blood cell count, low neutrophil (a type of white blood cell) count; low blood platelet
. @ ; skin cancer (excluding melanoma); localised swelling of the skin (angioedema); hives
\w vated patches of red or pale skin that often itch); eye inflammation; psoriasis (new or
orsening); inflammation of the blood vessels affecting multiple organs; elevated liver blood
tests (in patients also receiving methotrexate treatment, the frequency of elevated liver blood

@ tests is common).
. Rare (may affect up to 1 in 1,000 people):

Serious allergic reactions (including severe localised swelling of the skin and wheezing);
lymphoma (a type of blood cancer); leukaemia (cancer affecting the blood and bone marrow);
melanoma (a type of skin cancer); combined low platelet, red, and white blood cell count;
nervous system disorders (with severe muscle weakness and signs and symptoms similar to
those of multiple sclerosis or inflammation of the nerves of the eyes or spinal cord);
tuberculosis; new onset congestive heart failure; seizures; lupus or lupus-like syndrome
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(symptoms may include persistent rash, fever, joint pain, and tiredness); skin rash, which may
lead to severe blistering and peeling of the skin; lichenoid reactions (itchy reddish-purple skin
rash and/or threadlike white-grey lines on mucous membranes); inflammation of the liver
caused by the body's own immune system (autoimmune hepatitis; in patients also receiving
methotrexate treatment, the frequency is uncommon); immune disorder that can affect the
lungs, skin and lymph nodes (sarcoidosis); inflammation or scarring of the lungs (in patients
also receiving methotrexate treatment, the frequency of inflammation or scarring of the lungs is
uncommon).

. Very rare (may affect up to 1 in 10,000 people): failure of the bone marrow to produce crucial E

blood cells. 0\
. Not known (frequency cannot be estimated from the available data): Merkel cell carcin
type of skin cancer); excessive activation of white blood cells associated with inflam
(macrophage activation syndrome); recurrence of hepatitis B (a liver infection); ofa
condition called dermatomyositis (muscle inflammation and weakness with an nying
skin rash).
Side effects in children and adolescents @

The side effects and their frequencies seen in children and adolescents a@&ar to those described

above.
Reporting of side effects Qé

If you get any side effects, talk to your doctor or pharm®N @s includes any possible side effects
not listed in this leaflet. You can also report side effects dirSgtly via the national reporting system

listed in Appendix V. By reporting side effects you @elp provide more information on the safety of

this medicine. Q

5. How to store LIFMIOR \

Keep this medicine out of the sie @ch of children.

Do not use this medicine aft iry date which is stated on the carton and the label after “EXP”".

The expiry date refers to ay of that month.
Store in a refrigerato —8°C). Do not freeze.
Before preparij IFMIOR solution, LIFMIOR may be stored outside of the refrigerator at

temperaturggl a maximum of 25°C for a single period of up to four weeks; after which, it should
not be® erded again. LIFMIOR should be discarded if not used within four weeks after removal
fromg gerator. It is recommended that you record the date that LIFMIOR is removed from the

oval from the refrigerator).

E?%a r and the date after which LIFMIOR should be discarded (no more than 4 weeks following

ter preparing the LIFMIOR solution, immediate use is recommended. However, the solution may be

@%ed for up to 6 hours when stored at temperatures of up to 25°C.

Do not use this medicine if you notice the solution is not clear or contains particles. The solution
should be clear, colourless to pale yellow or pale brown, with no lumps or flakes or particles.

Carefully dispose of any LIFMIOR solution that has not been injected within 6 hours.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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6.  Contents of the pack and other information

What LIFMIOR contains

etanercept.

The active substance in LIFMIOR is etanercept. Each vial of LIFMIOR 25 mg contains 25 mg of E

The other ingredients are:

Powder: Mannitol (E421), sucrose and trometamol

Solvent: Water for injections

What LIFMIOR looks like and contents of the pack K

LIFMIOR 25 mg is supplied as a white powder and solvent for solution for injection (RONJerNQr
injection). Each pack contains 4, 8 or 24 single dose vials, 4, 8 or 24 pre-filled syringe, er for
injections, 4, 8 or 24 needles, 4, 8 or 24 vial adaptors and 8, 16 or 48 alcohol swabs N pack sizes

may be marketed.

Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder:

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

Manufacturer:
Wyeth Pharmaceuticals

New Lane

Havant

Hampshire, PO9 2NG
United Kingdom

For any information about this
Marketing Authorisation Hodeg

Belgi¢/Belgique/Belgi &
Luxembourg/Luxe

Pfizer S.A./ N.
Tél/Tel: +32 6211

Pfize Wpol. s r.0.
KKQ 83-004-111

Deutschland
Pfizer Pharma GmbH
Tel: +49 (0)30 550055-51000

00}
&
\00

Manufacturing Belgium NV
Ojksweg 12,

2870 Puurs
Belgium

product, please contact the local representative of the

Kvnpog
PFIZER EAAAX A.E. (CYPRUS BRANCH)
TnA: +357 22 817690

Magyarorszag
Pfizer Kft.
Tel: +36 1 488 3700

Malta
Vivian Corporation Ltd.
Tel: +35621 344610

Nederland

Pfizer bv
Tel: +31 (0)10 406 43 01
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Bbarapus

[aitzep JlrokcemOypr CAPJL,
Knon bearapus

Ten: +359 2 970 4333

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

E\rada
PFIZER EAAAY AE.
TnA.: +30 210 67 85 800

Espaiia
Pfizer, S.L.
Télf: +34 91 490 99 00

France
Pfizer
Tél+33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland

Tel: +1800 633 363 (toll free)
Tel: +44 (0)1304 616161

Island
Icepharma hf.
Tel: +354 540 8000

O
- &06
- \Q

Tel: +39 06 3%

Latvijn Q
Pﬁz@ bourg SARL filiale Latvija

7035775

Tel. +3705 2514000

v
§ @’ﬁzer Luxembourg SARL filialas Lietuvoje

This leaflet was last revised in

Norge
Pfizer Norge AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska

Pfizer Polska Sp. z o.0. . 6
Tel.: +48 22 335 61 00 K\
Portugal 0

Pfizer Biofarmacéutica, Sociedade &ss 1 Lda

Tel: (+351) 21 423 55 00 0

Roménia @

Pfizer Romania S.R.L

Tel: +40 (0) 21 207 @&

Slovenija

Pfizer Luxe RL, Pfizer, podruznica
za svetov; p¥drocja farmacevtske
dejawgo Jubljana

Tel: + 15211400

\ @ ska Republika
zer Luxembourg SARL, organizacna zlozka
Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer Innovations AB
Tel: +46 (0)8 550 520 00

United Kingdom
Pfizer Limited
Tel: +44 (0)1304 616161

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu
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7.  Instructions for preparing and giving an injection of LIFMIOR
This section is divided into the following subsections:

Introduction

Setting up for an injection

Preparing the LIFMIOR dose for injection
Adding solvent

Withdrawing the LIFMIOR solution from the vial
Placing the needle on the syringe

Choosing an injection site . 6
Preparing the injection site and injecting the LIFMIOR solution \

Disposing of supplies é
a. Introduction XUQ

The following instructions explain how to prepare and inject LIFMIOR. Please readth
carefully and follow them step by step. You will be instructed by your doctor or J#
the techniques of self-injection or on giving an injection to a child. Do not atte

injection until you are sure that you understand how to prepare and give thﬁectl n.

This injection should not be mixed with any other medicine. @
b. Setting up for an injection Qq
e  Wash your hands thoroughly. \O

e Select a clean well-lit, flat working surface.
e The dose tray should contain the items liste@w (If not, don’t use the dose tray and
consult your pharmacist). Use only the i d. Do NOT use any other syringe.
1 LIFMIOR vial
1 Pre-filled syringe containing cr, coldurless solvent (water for injections)

mER e e T

dminister an

1 Needle
1 Vial adaptor Q
t

2 Alcohol swabs
e Inspect the expiry dates he vial label and the syringe label. They should not be used
after the month and n

c. Preparing the OR dose for injection

. Remove tMy\gont of the tray

. Remov stic cap from the LIFMIOR vial (see Diagram 1). Do NOT remove the grey
stop, uminium ring around the top of the vial.
L 4

o 0\ Diagram 1
N\

k

. Use a new alcohol swab to clean the grey stopper on the LIFMIOR vial. After cleaning, do not
touch the stopper with your hands or allow it to touch any surface.

. Place the vial upright on a clean, flat surface.
Remove the paper backing from the vial adaptor package.
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. While still in the plastic package, place the vial adaptor on top of the LIFMIOR vial so that the
vial adaptor spike is centered within the raised circle on top of the vial stopper (see Diagram 2).

. Hold the vial firmly on the flat surface with one hand. With the other hand, push STRAIGHT
DOWN FIRMLY on the adaptor package until you feel the adaptor spike penetrate the vial
stopper and FEEL AND HEAR THE ADAPTOR RIM LOCK INTO PLACE (see Diagram
3). Do NOT push down the adaptor at an angle (see Diagram 4). It is important that the vial
adaptor spike completely penetrates the vial stopper.

Diagram 2. Diagram 3. Diagram 4.
| [ :/@% e
CORRECT INCORRECT 0

. While holding the vial in one hand, remove the plastic packaging fro the@ adaptor (see

Diagram 5). @

Diagram 5.

. Remove the protective cover from t&}ir[i)n tip by breaking the white cap along the
perforation. This is done by holdig#®h®&gollar of the white cap while grasping the end of the
white cap with the other hand a ing it down and then up until it is broken (see Diagram
6). Do NOT remove the e cdqN¥ar that remains on the syringe.

O Diagram 6

* @not use the syringe if this perforation is already broken. Start again with another dose tray.
\Holding the glass barrel of the syringe (not the white collar) in one hand, and the vial adaptor
(not the vial) in the other, connect the syringe to the vial adaptor by inserting the tip into the
@ opening and turn clockwise until completely secured (see Diagram 7).
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Adding solvent

Once the solvent is added to the LIFMIOR, the plunger may move up by itself. TiN
pressure and should not be of concern.

S @.\\’
)
4O

With the syringe still attached, gently move the thrcles a few times, to dissolve the
powder (see Diagram 9). Do NOT shake the Wait until all the powder dissolves (usually

less than 10 minutes). The solution shoul Nasft and colourless to pale yellow or pale brown,
with no lumps, flakes, or particles. Some@ foam may remain in the vial this is normal. Do
NOT use LIFMIOR if all the powd%he ial is not dissolved within 10 minutes. Start again
with another dose tray.

«06
Q
>°  Led

\ ing the LIFMIOR solution from the vial

h the syringe still attached to the vial and vial adaptor, hold the vial upside down at eye
evel. Push the plunger all the way into the syringe (see Diagram 10).

Diagram 10
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Then, slowly pull the plunger back to draw the liquid into the syringe (see Diagram 11). For
adult patients, withdraw the entire volume. For children, remove only the portion of liquid as
directed by your child’s doctor. After you have withdrawn the LIFMIOR from the vial, you may
have some air in the syringe. Do not be concerned, as you will remove the air in a later step.

Diagram 11
\

N
o N\
o)

With the vial held upside down, unscrew the syringe from the vial adaptor by tuKit

anti-clockwise (see Diagram 12). 0
Diagram 12 @

X
&

Place the filled syringe on the clean, flat surf: ake sure that the tip does not touch anything.
Be careful not to push down on the plung

(Note: After you have completed these steNg a sm:ll amount of liquid may remain in the vial. This is

normal.) 0

f.

Placing the needle on th

The needle has been p
To open the plastic,@d

g a plastic container to keep it sterile.
@ er, hold the short, wide end in one hand. Place your other hand on the

longer portion ofeig&gontainer.
To break the s nd the larger end down and then up until broken (see Diagram 13).

®\ Diagram 13

Once the seal has been broken, remove the short, wide end of the plastic container.

The needle will remain in the long part of the package.

While holding the needle and container in one hand, pick up the syringe and insert the syringe
tip into the needle opening.

Attach the syringe to the needle by turning it clockwise until completely secured (see Diagram
14).
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Diagram 14

O

. Remove the needle cover by firmly pulling it straight off the syringe taking care not to touc @
the needle or allow the needle to touch any surfaces (see Diagram 15). Be careful not to be
twist the cover during removal to avoid damage to the needle.

Diagram 15 Q

,0\}

. While holding the syringe upright, remove any air bubbl@y pushing on the plunger

until the air is removed (see Diagram 16).

Diagram IAO

> S
g. Choosing an injectio@

. The three reco d injection sites for LIFMIOR include: (1) the front of the middle thighs;
(2) the abgdome ept for the 5 cm area right around the navel; and (3) the outer area of the
upper ar ce D¥gram 17). If you are self injecting, you should not use the outer area of the

upper

. ‘\Q Diagram 17
6\0
<&
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A different site should be used for each new injection. Each new injection should be given at
least 3 cm from an old site. Do NOT inject into areas where the skin is tender, bruised, red, or
hard. Avoid areas with scars or stretch marks. (It may be helpful to keep notes on the location of
the previous injections.)

If you or the child have psoriasis, you should try not to inject directly into any raised, thick, red,
or scaly skin patches (“psoriasis skin lesions”).

Preparing the injection site and injecting the LIFMIOR solution é

Do NOT touch this area again before giving the injection. ¢
When the cleaned area of skin has dried, pinch and hold it firmly with one hand. With the 0(\
hand, hold the syringe like a pencil.

With a quick, short motion, push the needle all the way into the skin at an angle bgtw;
and 90° (see Diagram 18). With experience, you will find the angle that is most
you or the child. Be careful not to push the needle into the skin too slowly, or wa

Wipe the site where LIFMIOR is to be injected with an alcohol swab, using a circular motion. 6@

When the needle is completely insegggd i@e skin, release the skin that you are holding. With
your free hand, hold the syringe neg base to stabilise it. Then push the plunger to inject all of

When the syringe is empty, remove the needle from the skin; being careful to keep it at the same
angle it was when it was inserted.

Press a cotton ball over the injection site for 10 seconds. Slight bleeding may occur. Do NOT
rub the injection site. A bandage is optional.
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i. Disposing of supplies

. The syringe and needles should NEVER be re-used. Dispose of the needles and syringe as
instructed by your doctor, nurse or pharmacist.

If you have any questions, please talk to a doctor, nurse or pharmacist who is familiar with

LIFMIOR. t
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Package leaflet: information for the user

LIFMIOR 25 mg solution for injection in pre-filled syringe
LIFMIOR 50 mg solution for injection in pre-filled syringe
Etanercept

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of
section 4 for how to report side effects.

Read all (both sides) of this leaflet carefully before you start using this medicine because it ’\6

contains important information for you.

e Keep this leaflet. You may need to read it again.

e Your doctor will also give you a Patient Alert Card, which contains important safety i Qon
that you need to be aware of before and during treatment with LIFMIOR. %

e Ifyou have any further questions, ask your doctor, pharmacist or nurse. \

e This medicine has been prescribed for you or a child in your care. Do not pags%omJ¥o others. It
may harm them, even if their signs of illness are the same as yours or thos%@ child you are
caring for.

e Ifyou get any side effects, talk to your doctor or pharmacist. This i es any possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet q
o~

Information in this leaflet is organised under the follow&

1. What LIFMIOR is and what it is used for

2. What you need to know before you use LIF\V@

3. How to use LIFMIOR

4. Possible side effects

5. How to store LIFMIOR x

6. Contents of the pack and other informgtion

7. Instructions for preparing and gIWg1®an injection of LIFMIOR (See overleaf)
1.  What LIFMIOR is t it is used for

LIFMIOR is a medicj is made from two human proteins. It blocks the activity of another protein
in the body thatgause ammation. LIFMIOR works by reducing the inflammation associated with
certain diseases\

In adults %nd over), LIFMIOR can be used for moderate or severe rheumatoid arthritis,
psoriat' hritis, severe axial spondyloarthritis including ankylosing spondylitis, and moderate
oy seffctegMoriasis — in each case usually when other widely used treatments have not worked well

E are not suitable for you.

rheumatoid arthritis, LIFMIOR is usually used in combination with methotrexate, although it may
Iso be used alone if treatment with methotrexate is unsuitable for you. Whether used alone or in
combination with methotrexate, LIFMIOR can slow down the damage to your joints caused by the
rheumatoid arthritis and improve your ability to do normal daily activities.

For psoriatic arthritis patients with multiple joint involvement, LIFMIOR can improve your ability to
do normal daily activities. For patients with multiple symmetrical painful or swollen joints (e.g.,
hands, wrists and feet), LIFMIOR can slow down the structural damage to those joints caused by the
disease.
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LIFMIOR is also prescribed for the treatment of the following diseases in children and adolescents

2.

¢ For the following types of juvenile idiopathic arthritis when treatment with methotrexate has not
worked well enough or is not suitable for them:

e Polyarthritis (rheumatoid factor positive or negative) and extended oligoarthritis in
patients from the age of 2 years

e Psoriatic arthritis in patients from the age of 12 years

e For enthesitis-related arthritis in patients from the age of 12 years when other widely used’\g

treatments have not worked well enough or are not suitable for them K

e Severe psoriasis in patients from the age of 6 years who have had an inadequate regp, Qor
are unable to take) phototherapies or other systemic therapies. %

What you need to know before you use LIFMIOR @0

Do not use LIFMIOR &

reactions such as chest
and contact your doctor

LIFMIOR (listed in section 6). If you or the child experien
tightness, wheezing, dizziness or rash, do not inject moreg.I
immediately.

if you or the child have, or are at risk of developir@us blood infection called sepsis. If
you are not sure, please contact your doctor.

if you or the child have an infection of any ki@you are not sure, please talk to your doctor.

if you, or the child you are caring for, are allergic to etanercep @of the other ingredients of
N\
s b

Warning and precautions \
Talk to your doctor before taking LIFMDR

Allergic reactions: If you Qg 1ld experience allergic reactions such as chest tightness,

wheezing, dizziness or ra not inject more LIFMIOR, and contact your doctor immediately.

Infections/surgery: IffyoNor the child develop a new infection, or are about to have any major

surgery, your doctagm®s#vish to monitor the treatment with LIFMIOR.

Infections/dia y ¥cll your doctor if you or the child have a history of recurrent infections or
or other conditions that increase the risk of infection.

suffer frowg diab
Infectio l\lito ng: Tell your doctor of any recent travel outside the European region. If you

or the velop symptoms of an infection such as fever, chills or cough, notify your doctor
{m . Your doctor may decide to continue to monitor you or the child for the presence of
1 Wwis after you or the child stop using LIFMIOR.

culosis: As cases of tuberculosis have been reported in patients treated with LIFMIOR,

may include a thorough medical history, a chest X-ray and a tuberculin test. The conduct of
these tests should be recorded on the Patient Alert Card. It is very important that you tell your
doctor if you or the child have ever had tuberculosis, or have been in close contact with
someone who has had tuberculosis. If symptoms of tuberculosis (such as persistent cough,
weight loss, listlessness, mild fever), or any other infection appear during or after therapy, tell
your doctor immediately.

Hepatitis B: Tell your doctor if you or the child have or have ever had hepatitis B. Your doctor
should test for the presence of hepatitis B infection before you or the child begin treatment with
LIFMIOR. Treatment with LIFMIOR may result in reactivation of hepatitis B in patients who
have previously been infected with the hepatitis B virus. If this occurs, you should stop using
LIFMIOR.

E\ r doctor will check for signs and symptoms of tuberculosis before starting LIFMIOR. This
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. Hepatitis C: Tell your doctor if you or the child have hepatitis C. Your doctor may wish to
monitor the treatment with LIFMIOR in case the infection worsens.
. Blood disorders: Seek medical advice immediately if you or the child have any signs or
symptoms such as persistent fever, sore throat, bruising, bleeding or paleness. Such symptoms
may point to the existence of potentially life-threatening blood disorders, which may require
discontinuation of LIFMIOR.
. Nervous system and eye disorders: Tell your doctor if you or the child have multiple sclerosis,
optic neuritis (inflammation of the nerves of the eyes) or transverse myelitis (inflammation of é
the spinal cord). Your doctor will determine if LIFMIOR is an appropriate treatment.
. Congestive heart failure: Tell your doctor if you or the child have a history of congestive heart @
failure, because LIFMIOR needs to be used with caution under these circumstances. ¢ 6
. Cancer: Tell your doctor if you have or have ever had lymphoma (a type of blood cancer)
any other cancer before you are given LIFMIOR.
Patients with severe rheumatoid arthritis, who have had the disease for a long tim Q
higher than average risk of developing lymphoma.
Children and adults taking LIFMIOR may have an increased risk of developing ma or
another cancer. é
Some children and teenage patients who have received LIFMIOR or othe 1
the same way as LIFMIOR have developed cancers, including unusuﬁp

es that work
ich sometimes
resulted in death.
Some patients receiving LIFMIOR have developed skin cancers.
child develop any change in the appearance of the skin or groy¥

[} r doctor if you or the
’ ‘ e skin.

\ckenpox when using
LIFMIOR. Your doctor will determine if preventive treawge ickenpox is appropriate.

. Latex: The needle cover is made from latex (dry pat Wber). Contact your doctor before
using LIFMIOR if the needle cover will be handl&a LIFMIOR will be given to, someone
with a known or possible hypersensitivity (alleggy) toWatex.

. Alcohol abuse: LIFMIOR should not be used @ e treatment of hepatitis related to alcohol
abuse. Please tell your doctor if you or thofC™WN your care have a history of alcohol abuse.

. Wegener’s granulomatosis: LIFMJOR isWgt recommended for the treatment of Wegener’s
granulomatosis, a rare inflammatorygease. If you or the child in your care have Wegener’s
granulomatosis, talk to your doct

. Anti-diabetic medicines: JTell y
medicines to treat diabetes Ao
medicine while taking LI

Children and adolescen@

ctor if you or the child have diabetes or are taking
octor may decide if you or the child need less anti-diabetic

. Vaccinatigns sible, children should be up to date with all vaccinations before using
LIFMIO N\e vacines, such as oral polio vaccine, should not be given while using
LIFMI(%& se consult your doctor before you or the child receive any vaccines.

. ry bowel disease (IBD): There have been cases of IBD in patients with juvenile

ic arthritis (JIA) treated with LIFMIOR. Tell the doctor if the child develops any
inal cramps and pain, diarrhoea, weight loss or blood in the stool.

@OR should not normally be used in children with polyarthritis or extended oligoarthritis below
age of 2 years, or in children with enthesitis-related arthritis or psoriatic arthritis below the age of
2 years, or in children with psoriasis below the age of 6 years.

Other medicines and LIFMIOR
Tell the doctor or pharmacist if you or the child are taking, have recently taken or might take any other
medicines (including anakinra, abatacept or sulfasalazine), even those not prescribed by the doctor.

You or the child should not use LIFMIOR with medicines that contain the active substance anakinra or
abatacept.
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Pregnancy and breast-feeding

LIFMIOR should only be used during pregnancy if clearly needed. You should consult your doctor if
you become pregnant, think you may be pregnant, or are planning to have a baby.

If you received LIFMIOR during pregnancy, your baby may have a higher risk of getting an infection.

In addition, one study found more birth defects when the mother had received LIFMIOR in pregnancy, é
compared with mothers who had not received LIFMIOR or other similar medicines

(TNF-antagonists), but there was no particular kind of birth defect reported. Another study found no @

increased risk of birth defects when the mother had received LIFMIOR in pregnancy. Your doctor #il
help you to decide whether the benefits of treatment outweigh the potential risk to your baby. It is, \
important that you tell the baby’s doctors and other healthcare professionals about the use of K
LIFMIOR during pregnancy before the baby receives any vaccine (for more information see s 2,
“Vaccinations”).

Women using LIFMIOR should not breast-feed, since LIFMIOR passes into human@&ﬂlk.

Driving and using machines @

The use of LIFMIOR is not expected to affect the ability to drive or use &es.

3.  How to use LIFMIOR q

Always use this medicine exactly as the doctor has told @c with the doctor or pharmacist if
you are not sure.

If you feel that the effect of LIFMIOR is too stroQQ) weak, talk to your doctor or pharmacist.
The pre-filled syringe is available in dose @t of 25 mg and 50 mg.

Dosing for adult patients (aged ISQQ’ over)

Rheumatoid arthritis, psoriatic z@ Wand axial spondyloarthritis including ankylosing spondylitis

The usual dose is 25 mg gg ice a week or 50 mg once a week as an injection under the skin.
However, your doctor etermine an alternative frequency at which to inject LIFMIOR.

Plaque psoriasis\

The usual mg twice a week or 50 mg once a week.

Alte . éo mg may be given twice a week for up to 12 weeks, followed by 25 mg twice a week
4 ce a week.

% doctor will decide how long you should take LIFMIOR and whether retreatment is needed based

you to stop taking this medicine.

Use in children and adolescents

; @) your response. If LIFMIOR has no effect on your condition after 12 weeks, your doctor may tell

The appropriate dose and frequency of dosing for the child or adolescent will depend on body weight
and disease. Your doctor will determine the correct dose for the child and will prescribe an appropriate
strength of LIFMIOR (10 mg, 25 mg or 50 mg).
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For polyarthritis or extended oligoarthritis in patients from the age of 2 years, or enthesitis-related
arthritis or psoriatic arthritis in patients from the age of 12 years, the usual dose is 0.4 mg of LIFMIOR
per kg bodyweight (up to a maximum of 25 mg) given twice weekly, or 0.8 mg of LIFMIOR per kg of
bodyweight (up to a maximum of 50 mg) given once weekly.

For psoriasis in patients from the age of 6 years, the usual dose is 0.8 mg of LIFMIOR per kg
bodyweight (up to a maximum of 50 mg), and should be given once weekly. If LIFMIOR has no effect
on the child’s condition after 12 weeks, your doctor may tell you to stop using this medicine. é

The doctor will provide you with detailed directions for preparing and measuring the appropriate dose. @
<

Method and route of administration K\

LIFMIOR is administered by an injection under the skin (by subcutaneous injection).

LIFMIOR can be taken with or without food or drink. \:

Detailed instructions on how to inject LIFMIOR are provided in section 7, ¢ ions for
preparing and giving an injection of LIFMIOR”. Do not mix the LIFMIOR with any other
medicine.

should be used.

To help you remember, it may be helpful to write in a diary which daf @he week LIFMIOR
If you use more LIFMIOR than you should ;Q
e

If you have used more LIFMIOR than you should (either cting too much on a single occasion or
by using it too frequently), talk to a doctor or pham@immediately. Always have the outer carton

of the medicine with you, even if it is empty. Q

If you forget to inject LIFMIOR \

the next day; in which case you ip the missed dose. Then continue to inject the medicine on
the usual day(s). If you do not r until the day that the next injection is due, do not take a
double dose (two doses on t ay) to make up for a forgotten dose.

If you forget a dose, you should injecte on as you remember, unless the next scheduled dose is
onld ?

If you stop using LIF

Your symptomsSgay r upon discontinuation.
If you ha@her questions on the use of this medicine, ask your doctor or pharmacist.
L 4

4¢ \P@\ble side effects

all medicines, this medicine can cause side effects, although not everybody gets them.
@Al]ergic reactions

If any of the following happen, do not inject more LIFMIOR. Tell your doctor immediately, or go to
the casualty department at your nearest hospital.

. Trouble swallowing or breathing
. Swelling of the face, throat, hands, or feet
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Feeling nervous or anxious, throbbing sensations, sudden reddening of the skin and/or a warm
feeling
Severe rash, itching, or hives (elevated patches of red or pale skin that often itch)

Serious allergic reactions are rare. However, any of the above symptoms may indicate an allergic
reaction to LIFMIOR, so you should seek immediate medical attention.

Serious side effects

If you notice any of the following, you or the child may need urgent medical attention.

Signs of serious infections, such as high fever that may be accompanied by cough, shortn:

breath, chills, weakness, or a hot, red, tender, sore area on the skin or joints
Signs of blood disorders, such as bleeding, bruising, or paleness
Signs of nerve disorders, such as numbness or tingling, changes in vision, eye or Mset of

weakness in an arm or leg
Signs of heart failure or worsening heart failure, such as fatigue or shortne@g olfereath with
activity, swelling in the ankles, a feeling of fullness in the neck or abdom L OML-time

shortness of breath or coughing, bluish colour of the nails or the lips

Signs of cancers: Cancers may affect any part of the body includin kskin and blood, and
e%igns may include

resence of lumps or

possible signs will depend on the type and location of the cancer.
weight loss, fever, swelling (with or without pain), persistent
growths on the skin

Signs of autoimmune reactions (where antibodies are r@a ay harm normal tissues in
the body) such as pain, itching, weakness, and ab o thing, thinking, sensation, or vision
Signs of lupus or lupus-like syndrome, such as we& pfnges, persistent rash, fever, joint or
muscle pain, or fatigue

Signs of inflammation of the blood vessels @s pain, fever, redness or warmth of the skin,
or itching.

These are rare or uncommon side effects re serious conditions (some of which may rarely be
fatal). If these signs occur, tell your doc®r igmediately, or visit the casualty department at your
nearest hospital.

The known side effects of LIFnclude the following in groups of decreasing frequency:

<

Reactio
Some %
*

Very common (m&0 t more than 1 in 10 people):
Infections (inc Ids, sinusitis, bronchitis, urinary tract infections and skin infections);
injection qjte re ns (including bleeding, bruising, redness, itching, pain, and swelling).
\: inf®ction site (these do not occur as often after the first month of treatment).
ave developed a reaction at an injection site that was used before.

on (may affect up to 1 in 10 people):
ic reactions; fever; rash; itching; antibodies directed against normal tissue (autoantibody

.
e \ ation).
Uncommon (may affect up to 1 in 100 people):

Serious infections (including pneumonia, deep skin infections, joint infections, blood infection,
and infections at various sites); worsening of congestive heart failure; low red blood cell count,
low white blood cell count, low neutrophil (a type of white blood cell) count; low blood platelet
count; skin cancer (excluding melanoma); localised swelling of the skin (angioedema); hives
(elevated patches of red or pale skin that often itch); eye inflammation; psoriasis (new or
worsening); inflammation of the blood vessels affecting multiple organs; elevated liver blood
tests (in patients also receiving methotrexate treatment, the frequency of elevated liver blood
tests is common).
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. Rare (may affect up to 1 in 1,000 people):
Serious allergic reactions (including severe localised swelling of the skin and wheezing);
lymphoma (a type of blood cancer); leukaemia (cancer affecting the blood and bone marrow);
melanoma (a type of skin cancer); combined low platelet, red, and white blood cell count;
nervous system disorders (with severe muscle weakness and signs and symptoms similar to
those of multiple sclerosis or inflammation of the nerves of the eyes or spinal cord);
tuberculosis; new onset congestive heart failure; seizures; lupus or lupus-like syndrome
(symptoms may include persistent rash, fever, joint pain, and tiredness); skin rash, which may é
lead to severe blistering and peeling of the skin; lichenoid reactions (itchy reddish-purple skin
rash and/or threadlike white-grey lines on mucous membranes); inflammation of the liver @
caused by the body's own immune system (autoimmune hepatitis; in patients also receiving ¢ 6
methotrexate treatment, the frequency is uncommon); immune disorder that can affect the
lungs, skin and lymph nodes (sarcoidosis); inflammation or scarring of the lungs (in pa K
also receiving methotrexate treatment, the frequency of inflammation or scarring of t e@
uncommon). %

. Very rare (may affect up to 1 in 10,000 people): failure of the bone marrow 4 p ce crucial

blood cells Q
. Not known (frequency cannot be estimated from the available data):a§lerkel cell carcinoma (a
type of skin cancer); excessive activation of white blood cells ass with inflammation

(macrophage activation syndrome); recurrence of hepatitis B (aWgdfection); worsening of a
condition called dermatomyositis (muscle inflammation and INcss with an accompanying

skin rash).
Side effects in children and adolescents O

The side effects and their frequencies seen in childr@i adolescents are similar to those described

above. Q

Reporting of side effects
If you get any side effects, talk to your
not listed in this leaflet. You can also

listed in Appendix V. By reportla

this medicine.

5. How to store L R

pharmacist. This includes any possible side effects
ide effects directly via the national reporting system
fects you can help provide more information on the safety of

Keep this medic&ut the sight and reach of children.

Do not useiis icine after the expiry date which is stated on the carton and pre-filled syringe after
EXP. ¥ date refers to the last day of that month.

K@refngerator (2° - 8°C). Do not freeze.

= b the pre-filled syringes in the outer carton in order to protect from light.

®After taking a syringe from the refrigerator, wait approximately 15-30 minutes to allow the
LIFMIOR solution in the syringe to reach room temperature. Do not warm in any other way.
Immediate use is then recommended.

LIFMIOR may be stored outside of the refrigerator at temperatures up to a maximum of 25°C for a
single period of up to four weeks; after which, it should not be refrigerated again. LIFMIOR should be
discarded if not used within four weeks after removal from the refrigerator. It is recommended that
you record the date that LIFMIOR is removed from the refrigerator and the date after which LIFMIOR
should be discarded (no more than 4 weeks following the removal from the refrigerator).
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Inspect the solution in the syringe. It should be clear or slightly opalescent, colourless to pale yellow
or pale brown, and may contain small white or almost transparent particles of protein. This appearance
is normal for LIFMIOR. Do not use the solution if it is discoloured, cloudy, or if particles other than
those described above are present. If you are concerned with the appearance of the solution, then
contact your pharmacist for assistance.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to é

throw away medicines you no longer use. These measures will help protect the environment. @
9

6.  Contents of the pack and other information \

What LIFMIOR contains O

25 mg solution for injection in pre-filled syringe x:
The active substance in LIFMIOR is etanercept. Each pre-filled syringe contains 0.@ olution,
providing 25 mg of etanercept.

50 mg solution for injection in pre-filled syringe
The active substance in LIFMIOR is etanercept. Each pre-filled syringe@ s 1.0 ml of solution,

providing 50 mg of etanercept.

The other ingredients are sucrose, sodium chloride, L-arginine de, sodium phosphate
monobasic dihydrate and sodium phosphate dibasic dihydrab ater for injections.

What LIFMIOR looks like and contents of the pack \

25 mg solution for injection in pre-filled syringe O
LIFMIOR is supplied as a pre-filled syringe co mg a clear, colourless to pale yellow or pale

brown, solution for injection (solution for &ctio . Each pack contains 4, 8 or 24 pre-filled syringes
and 4, 8 or 24 alcohol swabs. Not all pae@ may be marketed.

50 mg solution for injection in p
LIFMIOR is supplied as a pre-fj
brown, solution for injectio
and 2, 4 or 12 alcohol sw

nge containing a clear, colourless to pale yellow or pale
for injection). Each pack contains 2, 4 or 12 pre-filled syringes
all pack sizes may be marketed.

Marketing Authoris @ older and Manufacturer

Marketing Au ion Holder:
Pfizer Europe EIG
Boulexar@ aine 17

S

1050
BPelofum

acturer:
0\! eth Pharmaceuticals Pfizer Manufacturing Belgium NV
ew Lane Rijksweg 12,
Havant 2870 Puurs
Hampshire, PO9 2NG Belgium
United Kingdom

For any information about this medicinal product, please contact the local representative of the
Marketing Authorisation Holder.
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Belgié/Belgique/Belgien
Luxembourg/Luxemburg
Pfizer S.A. / N.V.

Tél/Tel: +32 (0)2 554 62 11

Ceska Republika
Pfizer PFE, spol. s r.0.
Tel: +420 283 004 111

Danmark
Pfizer ApS
TIf: +45 44 201 100

Deutschland
Pfizer Pharma GmbH
Tel: +49 (0)30 550055-51000

Bbarapus

[¢aiizep JrokcemOypr CAPJI,
Knon bearapus

Ten: +359 2 970 4333

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EArada

PFIZER EAAAX AE.
TnA.: +30 210 67 85 800

Espaiia
Pfizer, S.L.
Télf: +34 91 490 99 00

L
600
?glz 33 (0)1 58 07 34 40&0

Hrvatska

Pfizer Croatia \
Tel: +385 13

L 2
@)
° althcare Ireland
@ +1800 633 363 (toll free)
@ - +44 (0)1304 616161
Island

Icepharma hf.
Tel: +354 540 8000

France

Isel

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21

Kvnpog
PFIZER EAAAZ A.E. (CYPRUS BRANCH)
TnA: +357 22 817690

Magyarorszag
Pfizer Kft.
Tel: +36 1 488 3700

Malta

Vivian Corporation Ltd. . 6
Tel: +35621 344610 K\
Nederland 0

Pfizer bv

Tel: +31 (0)10 406 43 01

Norge
Pfizer Norge AS

TIf: +47 67 52 61 00 & Z
tria Ges.m.b.H.
1°15-0

Osterreich
Pfizer Corpgffa
Tel: +43

POISA

Polska Sp. z o.0.
48 22 33561 00

Portugal
Pfizer Biofarmacéutica, Sociedade Unipessoal Lda
Tel: (+351) 21 423 55 00

Roméinia
Pfizer Romania S.R.L
Tel: +40 (0) 21 207 28 00

Slovenija

Pfizer Luxembourg SARL, Pfizer, podruznica
za svetovanje s podrocja farmacevtske
dejavnosti, Ljubljana

Tel: +386 (0)1 52 11 400

Slovenska Republika

Pfizer Luxembourg SARL, organizacna zlozka
Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer Innovations AB
Tel: +46 (0)8 550 520 00
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Latvija United Kingdom

Pfizer Luxembourg SARL filiale Latvija Pfizer Limited
Tel. +371 67035775 Tel: +44 (0)1304 616161
Lietuva

Pfizer Luxembourg SARL filialas Lietuvoje

Tel. +3705 2514000 e
This leaflet was last revised in . 6@

Detailed information on this medicine is available on the European Medicines Agency web site: K

http://Www.ema.europa.eu O
7.  Instructions for preparing and giving an injection of LIFMIOR 0\:

This section is divided into the following subsections: @

Introduction K
Step 1: Setting up for an injection @
Step 2: Choosing an injection site

Step 3: Injecting the LIFMIOR solution Q
Step 4: Disposing of supplies

Introduction \O

The following instructions explain how to prepare ect LIFMIOR. Please read the instructions
carefully and follow them step by step. You wil wfucted by your doctor or his/her assistant on
the techniques of self-injection or on giving an MY§gctlon to a child. Do not attempt to administer an

injection until you are sure that you under“;%how to prepare and give the injection.

The LIFMIOR solution should not ‘t@ ith any other medicine before use.
Step 1: Setting up for an injec @

1. Select a clean, well-I Qorking surface.

2. Take the LIFMI on containing the pre-filled syringes out of the refrigerator and place it on
the flat work\urfac&Starting from one of the top corners, pull back the paper cover from the top
and sides ay. Remove one pre-filled syringe and one alcohol swab and place them on the

o not shake the pre-filled syringe of LIFMIOR. Fold the paper cover back over the

ce the carton containing any remaining pre-filled syringes back into the refrigerator.

section 5 for instructions on how to store LIFMIOR. If you have any questions about

RN
i ‘E @e, contact your doctor, nurse, or pharmacist for further instructions.

u should allow 15 to 30 minutes for the LIFMIOR solution in the syringe to reach room

temperature. Do NOT remove the needle cover while allowing it to reach room temperature.

§® Waiting until the solution reaches room temperature may make the injection more comfortable for

you. Do not warm LIFMIOR in any other way (for example, do not warm it in a microwave or in
hot water).

4. Assemble the additional supplies you will need for your injection. These include the alcohol swab
from the LIFMIOR carton and a cotton ball or gauze.

5. Wash your hands with soap and warm water.
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6.

1

Inspect the solution in the syringe. It should be clear or slightly opalescent, colourless to pale
yellow or pale brown, and may contain small white or almost transparent particles of protein. This
appearance is normal for LIFMIOR. Do not use the solution if it is discoloured, cloudy, or if
particles other than those described above are present. If you are concerned with the appearance of
the solution, then contact your pharmacist for assistance.

Step 2: Choosing an injection site
. The three recommended injection sites for LIFMIOR using a pre-filled syringe include: (1) the é

front of the middle thighs; (2) the abdomen, except for the 5 cm area right around the navel; and @
(3) the outer area of the upper arms (see Diagram 1). If you are self injecting, you should not uge 6

the outer area of the upper arms. K\
Diagram 1 O

3 c¢m from an old site. Do not inject into areas Qthe skin is tender, bruised, red, or hard.
Avoid areas with scars or stretch marks. (It Oficlpful to keep notes on the location of the
previous injections.)

A different site should be used for each new injei'I'(Ach new injection should be given at least

If you or the child have psoriasis, y
scaly skin patches (“psoriasis ski

try not to inject directly into any raised, thick, red, or

Step 3: Injecting the LIFM tion

1.

e % R is to be injected with the alcohol swab, using a circular motion. Do
Y n before giving the injection.

Pick up the Nlle kyringe from the flat work surface. Remove the needle cover by firmly
off the syringe (see Diagram 2). Be careful not to bend or twist the cover

remove the needle cover, there may be a drop of liquid at the end of the needle; this is

nger. Doing so could cause the liquid to leak out.

E sml Do not touch the needle or allow it to touch any surface. Do not touch or bump the
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Diagram 2

O
e

3. When the cleaned area of skin has dried, pinch and hold it firmly with one hand. With the é

hand, hold the syringe like a pencil.

4. With a quick, short motion, push the needle all the way into the skin at an angle b 4% and
90° (see Diagram 3). With experience, you will find the angle that is most comf$e T you or

the child. Be careful not to push the needle into the skin too slowly, or with gig 0

5. When the needle is completely inserte@ the skin, release the skin that you are holding. With
your free hand, hold the syringe neafflits §™e to stabilise it. Then push the plunger to inject all of

the solution at a slow, steady ra@ agram 4).
Diagram 4

0\( ’
bwhen the syringe is empty, pull the needle out of the skin, being careful to keep it at the same

angle as inserted. There may be a little bleeding at the injection site. You can press a cotton ball
or gauze over the injection site for 10 seconds. Do not rub the injection site. If needed, you may
cover the injection site with a bandage.

Step 4: Disposing of supplies
e The pre-filled syringe is for single-use administration only. The syringe and needle should

NEVER be re-used. NEVER re-cap a needle. Dispose of the needle and syringe as instructed by
your doctor, nurse or pharmacist.
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Package Leaflet: Information for the User

LIFMIOR 50 mg solution for injection in pre-filled pen
Etanercept

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of
section 4 for how to report side effects.

Read all (both sides) of this leaflet carefully before you start using this medicine because it @
contains important information for you. ¢ 6
e Keep this leaflet. You may need to read it again. &1\
e Your doctor will also give you a Patient Alert Card, which contains important safety inf 1
that you need to be aware of before and during treatment with LIFMIOR. O@
e Ifyou have any further questions, ask your doctor, pharmacist or nurse. Q
e This medicine has been prescribed for you or a child in your care. Do not pass it & ers. It
may harm them, even if their signs of illness are the same as yours or those oféﬂd you are
caring for.

e Ifyou get any side effects, talk to your doctor or pharmacist. This inclygles aW#possible side effects
not listed in this leaflet. See section 4.

What is in this leaflet q@
Information in this leaflet is organised under the following 7 se@
What LIFMIOR is and what it is used for \O

What you need to know before you use LIFM
How to use LIFMIOR 6

Possible side effects

How to store LIFMIOR

Contents of the pack and other infg ion

Using the MYCLIC pre-filled per{to igject LIFMIOR (See overleaf)

1.  What LIFMIOR is and @t is used for

LIFMIOR is a medicine W{at ade from two human proteins. It blocks the activity of another protein
in the body that caus mation. LIFMIOR works by reducing the inflammation associated with
certain diseases

Nownkwb—

In adults (age over), LIFMIOR can be used for moderate or severe rheumatoid arthritis,
psoriatic , severe axial spondyloarthritis including ankylosing spondylitis, and moderate
or seve rrasis — in each case usually when other widely used treatments have not worked well
ego re not suitable for you.

@umatoid arthritis, LIFMIOR is usually used in combination with methotrexate, although it may

e used alone if treatment with methotrexate is unsuitable for you. Whether used alone or in

®;ombination with methotrexate, LIFMIOR can slow down the damage to your joints caused by the
rheumatoid arthritis and improve your ability to do normal daily activities.

For psoriatic arthritis patients with multiple joint involvement, LIFMIOR can improve your ability to
do normal daily activities. For patients with multiple symmetrical painful or swollen joints (e.g.,
hands, wrists and feet), LIFMIOR can slow down the structural damage to those joints caused by the
disease.

168



LIFMIOR is also prescribed for the treatment of the following diseases in children and adolescents

2.

¢ For the following types of juvenile idiopathic arthritis when treatment with methotrexate has not
worked well enough or is not suitable for them:

e Polyarthritis (rheumatoid factor positive or negative) and extended oligoarthritis in
patients from the age of 2 years

e Psoriatic arthritis in patients from the age of 12 years

e For enthesitis-related arthritis in patients from the age of 12 years when other widely used’\g

treatments have not worked well enough or are not suitable for them

(or are unable to take) phototherapies or other systemic therapies.

e Severe psoriasis in patients from the age of 6 years who have had an inadequate%g
What you need to know before you use LIFMIOR @0

Do not use LIFMIOR &

LIFMIOR (listed in section 6). If you or the child experien
tightness, wheezing, dizziness or rash, do not inject moreg.I
immediately.

if you or the child have, or are at risk of developir@us blood infection called sepsis. If
you are not sure, please contact your doctor.

if you or the child have an infection of any ki@you are not sure, please talk to your doctor.

reactions such as chest
and contact your doctor

if you, or the child you are caring for, are allergic to etanercep gof the other ingredients of
N\
s 9

Warnings and precautions \

Talk to your doctor before taking LIFMDR

Allergic reactions: If you Qg 1ld experience allergic reactions such as chest tightness,
wheezing, dizziness or ra not inject more LIFMIOR, and contact your doctor immediately.
Infections/surgery: IffyoNor the child develop a new infection, or are about to have any major

surgery, your doctagm®s#vish to monitor the treatment with LIFMIOR.
Infections/dia y ¥cll your doctor if you or the child have a history of recurrent infections or
or other conditions that increase the risk of infection.

suffer frowg diab
Infectio l\lito ng: Tell your doctor of any recent travel outside the European region. If you

or the velop symptoms of an infection such as fever, chills or cough, notify your doctor
{m . Your doctor may decide to continue to monitor you or the child for the presence of
1 Wwis after you or the child stop using LIFMIOR.

culosis: As cases of tuberculosis have been reported in patients treated with LIFMIOR,

may include a thorough medical history, a chest X-ray and a tuberculin test. The conduct of
these tests should be recorded on the Patient Alert Card. It is very important that you tell your
doctor if you or the child have ever had tuberculosis, or have been in close contact with
someone who has had tuberculosis. If symptoms of tuberculosis (such as persistent cough,
weight loss, listlessness, mild fever), or any other infection appear during or after therapy, tell
your doctor immediately.

Hepatitis B: Tell your doctor if you or the child have or have ever had hepatitis B. Your doctor
should test for the presence of hepatitis B infection before you or the child begin treatment with
LIFMIOR. Treatment with LIFMIOR may result in reactivation of hepatitis B in patients who
have previously been infected with the hepatitis B virus. If this occurs, you should stop using
LIFMIOR.

E\ r doctor will check for signs and symptoms of tuberculosis before starting LIFMIOR. This
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. Hepatitis C: Tell your doctor if you or the child have hepatitis C. Your doctor may wish to
monitor the treatment with LIFMIOR in case the infection worsens.
. Blood disorders: Seek medical advice immediately if you or the child have any signs or
symptoms such as persistent fever, sore throat, bruising, bleeding or paleness. Such symptoms
may point to the existence of potentially life-threatening blood disorders, which may require
discontinuation of LIFMIOR.
. Nervous system and eye disorders: Tell your doctor if you or the child have multiple sclerosis,
optic neuritis (inflammation of the nerves of the eyes) or transverse myelitis (inflammation of é
the spinal cord). Your doctor will determine if LIFMIOR is an appropriate treatment.
. Congestive heart failure: Tell your doctor if you or the child have a history of congestive hea @
failure, because LIFMIOR needs to be used with caution under these circumstances. 6
. Cancer: Tell your doctor if you have or have ever had lymphoma (a type of blood cancer)
any other cancer before you are given LIFMIOR.
Patients with severe rheumatoid arthritis, who have had the disease for a long tim Q
higher than average risk of developing lymphoma.
Children and adults taking LIFMIOR may have an increased risk of developing ma or
another cancer. é
Some children and teenage patients who have received LIFMIOR or othe 1
the same way as LIFMIOR have developed cancers, including unusuﬁp

es that work
ich sometimes
resulted in death.
Some patients receiving LIFMIOR have developed skin cancers
child develop any change in the appearance of the skin or groy

[} r doctor if you or the
& sin

. Chickenpox: Tell your doctor if you or the child are expo \ckenpox when using
LIFMIOR. Your doctor will determine if preventive treawge ickenpox is appropriate.

. Latex: The needle cap of the MYCLIC pen is made ex (dry natural rubber). Contact
your doctor before using LIFMIOR if the needle ¢ be handled by, or LIFMIOR will be

given to, someone with a known or possible hypersen®tivity (allergy) to latex.

. Alcohol abuse: LIFMIOR should not be used @ e treatment of hepatitis related to alcohol
abuse. Please tell your doctor if you or thofC™WN your care have a history of alcohol abuse.

. Wegener’s granulomatosis: LIFMJOR isWgt recommended for the treatment of Wegener’s
granulomatosis, a rare inflammatory™gease. If you or the child in your care have Wegener’s
granulomatosis, talk to your doct

. Anti-diabetic medicines: JTell y
medicines to treat diabetes Ao
medicine while taking LI

Children and adolescen@

ctor if you or the child have diabetes or are taking
octor may decide if you or the child need less anti-diabetic

. Vaccinat sible, children should be up to date with all vaccinations before using
LIFMIO N\e vacines, such as oral polio vaccine, should not be given while using
LIFMI(%& se consult your doctor before you or the child receive any vaccines.

. ry bowel disease (IBD): There have been cases of IBD in patients with juvenile

ic arthritis (JIA) treated with LIFMIOR. Tell the doctor if the child develops any
inal cramps and pain, diarrhoea, weight loss or blood in the stool.

@OR should not normally be used in children with polyarthritis or extended oligoarthritis below
age of 2 years, or in children with enthesitis-related arthritis or psoriatic arthritis below the age of
2 years, or in children with psoriasis below the age of 6 years.

Other medicines and LIFMIOR
Tell the doctor or pharmacist if you or the child are taking, have recently taken or might take any other
medicines (including anakinra, abatacept or sulfasalazine), even those not prescribed by the doctor.

You or the child should not use LIFMIOR with medicines that contain the active substance anakinra or
abatacept.
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Pregnancy and breast-feeding

LIFMIOR should only be used during pregnancy if clearly needed. You should consult your doctor if
you become pregnant, think you may be pregnant, or are planning to have a baby.

If you received LIFMIOR during pregnancy, your baby may have a higher risk of getting an infection.

In addition, one study found more birth defects when the mother had received LIFMIOR in pregnancy,

compared with mothers who had not received LIFMIOR or other similar medicines é
(TNF-antagonists), but there was no particular kind of birth defect reported. Another study found no

increased risk of birth defects when the mother had received LIFMIOR in pregnancy. Your doctor will @
help you to decide whether the benefits of treatment outweigh the potential risk to your baby. It is & 6
important that you tell the baby’s doctors and other healthcare professionals about the use of

LIFMIOR during pregnancy before the baby receives any vaccine (for more information see s &
“Vaccinations”). 66

Women using LIFMIOR should not breast-feed, since LIFMIOR passes into human S&Q

Driving and using machines

The use of LIFMIOR is not expected to affect the ability to drive or use manes

)

Always use this medicine exactly as your doctor has told yo ck with your doctor if or pharmacist
you are not sure.

3. How to use LIFMIOR

If you feel that the effect of LIFMIOR is too strong 0} weak, talk to your doctor or pharmacist.

You have been prescribed a 50 mg strength of I@OR. A 25 mg strength of LIFMIOR is available
for doses of 25 mg.

Dosing for adult patients (aged 186@’ over)
Rheumatoid arthritis, psoriatic 3@ .

The usual dose is 25 mg gg ice a week or 50 mg once a week as an injection under the skin.
However, your doctor etermine an alternative frequency at which to inject LIFMIOR.

and axial spondyloarthritis including ankylosing spondylitis

Plaque psoriasis sorlams

The usua%@ mg twice a week or 50 mg once a week.

Alte 50 mg may be given twice a week for up to 12 weeks, followed by 25 mg twice a week

ce a week.
doctor will decide how long you should take LIFMIOR and whether retreatment is needed based
@) your response. If LIFMIOR has no effect on your condition after 12 weeks, your doctor may tell
you to stop taking this medicine.
Use in children and adolescents
The appropriate dose and frequency of dosing for the child or adolescent will depend on body weight

and disease. Your doctor will determine the correct dose for the child and will prescribe an appropriate
strength of LIFMIOR (10 mg, 25 mg or 50 mg).
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For polyarthritis or extended oligoarthritis in patients from the age of 2 years, or enthesitis-related
arthritis or psoriatic arthritis in patients from the age of 12 years, the usual dose is 0.4 mg of LIFMIOR
per kg bodyweight (up to a maximum of 25 mg) given twice weekly, or 0.8 mg of LIFMIOR per kg of
bodyweight (up to a maximum of 50 mg) given once weekly.

For psoriasis in patients from the age of 6 years, the usual dose is 0.8 mg of LIFMIOR per kg
bodyweight (up to a maximum of 50 mg), and should be given once weekly. If LIFMIOR has no effect
on the child’s condition after 12 weeks, your doctor may tell you to stop using this medicine.

The doctor will provide you with detailed directions for preparing and measuring the appropriate dose. @

L 2

LIFMIOR is administered by an injection under the skin (by subcutaneous injection).

Method and route of administration K\

LIFMIOR can be taken with or without food or drink. \:

Detailed instructions on how to inject LIFMIOR are provided in section 7, ‘Jsai e MYCLIC
pre-filled pen to inject LIFMIOR”. Do not mix the LIFMIOR solution with a r medicine.

To help you remember, it may be helpful to write in a diary which day(@& week LIFMIOR

should be used.
If you use more LIFMIOR than you should q

If you have used more LIFMIOR than you should (eithefNp @ ting too much on a single occasion or
by using it too frequently), talk to a doctor or pharmacist iNgI€diately. Always have the outer carton
of the medicine with you, even if it is empty. O

If you forget to inject LIFMIOR Q

If you forget a dose, you should inject it x as you remember, unless the next scheduled dose is
the next day; in which case you shoul s@xe missed dose. Then continue to inject the medicine on
the usual day(s). If you do not r begNintil the day that the next injection is due, do not take a
double dose (two doses on the s to make up for a forgotten dose.

If you stop using LIFM{Q
Your symptoms may@i

If you have an@ cr questions on the use of this medicine, ask your doctor or pharmacist.

L 2
4. Qeside effects
*
i e

\ dicines, this medicine can cause side effects, although not everybody gets them.

pon discontinuation.

ergic reactions

If any of the following happen, do not inject more LIFMIOR. Tell your doctor immediately, or go to
the casualty department at your nearest hospital.

. Trouble swallowing or breathing

. Swelling of the face, throat, hands, or feet

. Feeling nervous or anxious, throbbing sensations, sudden reddening of the skin and/or a warm
feeling

. Severe rash, itching, or hives (elevated patches of red or pale skin that often itch)
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Serious allergic reactions are rare. However, any of the above symptoms may indicate an allergic
reaction to LIFMIOR, so you should seek immediate medical attention.

Serious side effects
If you notice any of the following, you or the child may need urgent medical attention. E

. Signs of serious infections, such as high fever that may be accompanied by cough, shortness of
breath, chills, weakness, or a hot, red, tender, sore area on the skin or joints @

. Signs of blood disorders, such as bleeding, bruising, or paleness . 6

. Signs of nerve disorders, such as numbness or tingling, changes in vision, eye pain, or onsQ\

activity, swelling in the ankles, a feeling of fullness in the neck or abdomen, niglt;Mge
shortness of breath or coughing, bluish colour of the nails or the lips

. Signs of cancers: Cancers may affect any part of the body including the ski ood, and
possible signs will depend on the type and location of the cancer. These sj include
weight loss, fever, swelling (with or without pain), persistent cough, iﬁs‘e f lumps or

weakness in an arm or leg
. Signs of heart failure or worsening heart failure, such as fatigue or shortness ofb%

growths on the skin

. Signs of autoimmune reactions (where antibodies are made tha rm normal tissues in
the body) such as pain, itching, weakness, and abnormal brea nking, sensation, or vision

. Signs of lupus or lupus-like syndrome, such as weight cha istent rash, fever, joint or
muscle pain, or fatigue Q

. Signs of inflammation of the blood vessels suchas

or itching. \

These are rare or uncommon side effects, but are se @ onditions (some of which may rarely be
fatal). If these signs occur, tell your doctor im O™ or visit the casualty department at your
nearest hospital.

The known side effects of LIFMIOR inc@ following in groups of decreasing frequency:

er, redness or warmth of the skin,

. Very common (may affec an 1 in 10 people):
Infections (including col sitis, bronchitis, urinary tract infections and skin infections);
injection site reactiOn@ ing bleeding, bruising, redness, itching, pain, and swelling).
Reactions at the ina§ct ite (these do not occur as often after the first month of treatment).
Some patients weloped a reaction at an injection site that was used before.

. Commo y atf®ct up to 1 in 10 people):
Allergi ns; fever; rash; itching; antibodies directed against normal tissue (autoantibody

for@
*
o @mmon (may affect up to 1 in 100 people):

\a 1ous infections (including pneumonia, deep skin infections, joint infections, blood infection,

nd infections at various sites); worsening of congestive heart failure; low red blood cell count,
low white blood cell count, low neutrophil (a type of white blood cell) count; low blood platelet

@ count; skin cancer (excluding melanoma); localised swelling of the skin (angioedema); hives
(elevated patches of red or pale skin that often itch); eye inflammation; psoriasis (new or
worsening); inflammation of the blood vessels affecting multiple organs; elevated liver blood
tests (in patients also receiving methotrexate treatment, the frequency of elevated liver blood
tests is common).

. Rare (may affect up to 1 in 1,000 people):

Serious allergic reactions (including severe localised swelling of the skin and wheezing);
lymphoma (a type of blood cancer); leukaemia (cancer affecting the blood and bone marrow);
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melanoma (a type of skin cancer); combined low platelet, red, and white blood cell count;
nervous system disorders (with severe muscle weakness and signs and symptoms similar to
those of multiple sclerosis or inflammation of the nerves of the eyes or spinal cord);
tuberculosis; new onset congestive heart failure; seizures; lupus or lupus-like syndrome
(symptoms may include persistent rash, fever, joint pain, and tiredness); skin rash, which may
lead to severe blistering and peeling of the skin; lichenoid reactions (itchy reddish-purple skin
rash and/or threadlike white-grey lines on mucous membranes); inflammation of the liver
caused by the body's own immune system (autoimmune hepatitis; in patients also receiving é
methotrexate treatment, the frequency is uncommon); immune disorder that can affect the lungs,
skin and lymph nodes (sarcoidosis); inflammation or scarring of the lungs (in patients also @
receiving methotrexate treatment, the frequency of inflammation or scarring of the lungs is & 6
uncommon). K

. Very rare (may affect up to 1 in 10,000 people): failure of the bone marrow to produ e@al
blood cells. Q

. Not known (frequency cannot be estimated from the available data): Merkel%&noma (a
type of skin cancer); excessive activation of white blood cells associated N mmation
(macrophage activation syndrome); recurrence of hepatitis B (a liver infeCtggp; worsening of a
condition called dermatomyositis (muscle inflammation and weakneQith an accompanying

skin rash). @

Side effects in children and adolescents

The side effects and their frequencies seen in children and a@@s are similar to those described

above. \

Reporting of side effects O

If you get any side effects, talk to your doctor o%acist. This includes any possible side effects
not listed in this leaflet. You can also repoygide e¥ects directly via the national reporting system
listed in Appendix V. By reporting side ou can help provide more information on the safety of

this medicine. 0
5. How to store LIFMI@G

Keep this medicine ou e sight and reach of children.

Do not use this MWgdicin®gfter the expiry date which is stated on the carton and on the MYCLIC
pre-filled pen % P. The expiry date refers to the last day of that month.

Store # a@erator (2° - 8°C). Do not freeze.
Keep filled pens in the outer carton in order to protect from light.
<

xa ing a pre-filled pen from the refrigerator, wait approximately 15-30 minutes to allow the
IOR solution in the pen to reach room temperature. Do not warm in any other way.

@mmediate use is then recommended.

LIFMIOR may be stored outside of the refrigerator at temperatures up to a maximum of 25°C for a
single period of up to four weeks; after which, it should not be refrigerated again. LIFMIOR should be
discarded if not used within four weeks after removal from the refrigerator. It is recommended that
you record the date that LIFMIOR is removed from the refrigerator and the date after which LIFMIOR
should be discarded (no more than 4 weeks following the removal from the refrigerator).

Inspect the solution in the pen by looking through the clear inspection window. The solution should be
clear or slightly opalescent, colourless to pale yellow or pale brown, and may contain small white or

174



almost transparent particles of protein. This appearance is normal for LIFMIOR. Do not use the
solution if it is discoloured, cloudy, or if particles other than those described above are present. If you
are concerned with the appearance of the solution, then contact your pharmacist for assistance.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to

throw away medicines you no longer use. These measures will help protect the environment.

6.  Contents of the pack and other information @é
What LIFMIOR contains . \6

The active substance in LIFMIOR is etanercept. Each MYCLIC pre-filled pen contains 50 mg
etanercept.

The other ingredients are sucrose, sodium chloride, L-arginine hydrochloride, sodium
monobasic dihydrate and sodium phosphate dibasic dihydrate, and water for injecti

What LIFMIOR looks like and contents of the pack @
LIFMIOR is supplied as a solution for injection in a pre-filled pen (MY solution for injection).
The MYCLIC pen contains a clear, colourless to pale yellow or pale g olution for injection.

Each pack contains 2, 4 or 12 pens and 2, 4 or 12 alcohol swabs. Nd @ Rack sizes may be marketed.

Marketing Authorisation Holder and Manufacturer OQ

Marketing Authorisation Holder: \
Pfizer Europe MA EEIG

Boulevard de la Plaine 17 O

1050 Bruxelles Q

Belgium \

Manufacturer: 0

Wyeth Pharmaceuticals 0 Pfizer Manufacturing Belgium NV
New Lane 6 Rijksweg 12,
Havant 2870 Puurs
Hampshire, PO9 2NG O Belgium
United Kingdom &

For any informa%b this medicinal product, please contact the local representative of the

Marketing Au% ion Holder.
Belgié¢Bafei elgien Kvmpog
Luxe /Luxemburg PFIZER EAAAX A.E. (CYPRUS BRANCH)
P 3/ N.V. TnA: +357 22 817690

& 332 (0)2 554 62 11

ska Republika Magyarorszag

fizer PFE, spol. s r.o0. Pfizer Kft.
Tel: +420 283 004 111 Tel: +36 1 488 3700
Danmark Malta
Pfizer ApS Vivian Corporation Ltd.
TIf: +45 44 201 100 Tel: +35621 344610
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Deutschland
Pfizer Pharma GmbH
Tel: +49 (0)30 550055-51000

Bnarapus

[aitzep JTrokcemOypr CAPJIL,
Kion bearapus

Ten: +359 2 970 4333

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EAlLGda
PFIZER EAAAY A.E.
TnA.: +30 210 67 85 800

Espaiia
Pfizer, S.L.
Télf: +34 91 490 99 00

France
Pfizer
Tél +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Tel: +44 (0)1304 616161 O
island

Icepharma hf.

Tel: +354 540 8%

Italia %

Pfizer®.
Tel: 4 31821

‘\la
r Luxembourg SARL filiale Latvija

@Fel. +371 67035775

Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel. +3705 2514000

Pfizer Healthcare Ireland 0
Tel: +1800 633 363 (toll free) 6

Nederland
Pfizer bv
Tel: +31 (0)10 406 43 01

Norge
Pfizer Norge AS
TIf: +47 67 52 61 00

Osterreich @
Pfizer Corporation Austria Ges.m.b.H. . 6
Tel: +43 (0)1 521 15-0 \

Polska
Pfizer Polska Sp. z o.0.
Tel.: +48 22 335 61 00

Portugal 0

Pfizer Biofarmacéutica,ﬁie e Unipessoal Lda

Tel: (+351) 21 423 ssg

Roménia

Pfizer Roma =

Tel: +40 6 287728 00

Slov%

P Luxembourg SARL, Pfizer, podruznica
tovanje s podrocja farmacevtske

Qﬁ avnosti, Ljubljana
Tel: +386 (0)1 52 11 400

Slovenska Republika
Pfizer Luxembourg SARL, organizacna zlozka
Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer Innovations AB
Tel: +46 (0)8 550 520 00

United Kingdom
Pfizer Limited
Tel: +44 (0)1304 616161
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This leaflet was last revised in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.cu

7.  Using the MYCLIC pre-filled pen to inject LIFMIOR

This section is divided into the following subsections: @
Introduction . 6
Step 1: Preparing for an LIFMIOR injection \

Step 3: Injecting the LIFMIOR solution

Step 4: Disposing of the used MYCLIC pen Q
Introduction 0\

The instructions below explain how to use the MYCLIC pen to inject LIFMIOR® e read the
instructions carefully, and follow them step by step. Your doctor or nurse tell 'you how to inject

Step 2: Choosing an injection site &

LIFMIOR. Do not attempt to administer an injection until you are sure understand how to use
the MYCLIC pen properly. If you have questions about how to inject. sg ask your doctor or nurse
for help.

Diagram 1 Q
The MYCLIC pre—ﬁ&n

Green activation button

0‘}' \ White needle cap
évlry date Clear inspection window

Step 1: Preparing for an L injection

1. Select a clean, well—l@ urface.
2. Gather the % ou will need for your injection, and place them on the chosen surface:

a YCLIC pre-filled pen and one alcohol swab (take these from the carton of pens
Q keep in your refrigerator). Do not shake the pen.
t

One cotton ball or gauze

e
@‘ the expiry date (month/year) on the pen. If the date has passed, do not use the pen and

act your pharmacist for assistance.

@4. Inspect the solution in the pen by looking through the clear inspection window. The solution
should be clear or slightly opalescent, colourless to pale yellow or pale brown, and may contain
small white or almost transparent particles of protein. This appearance is normal for LIFMIOR.
Do not use the solution if it is discoloured, cloudy, or if particles other than those described above
are present. If you are concerned with the appearance of the solution, then contact your pharmacist
for assistance.
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5. Leave the white needle cap in place and wait approximately 15-30 minutes to allow the
LIFMIOR solution in the pen to reach room temperature. Waiting until the solution reaches room
temperature may make the injection more comfortable for you. Do not warm in any other way.
Always leave the pen out of sight and reach of children.

Whilst waiting for the solution in the pen to reach room temperature, read Step 2 (below), and choose

an injection site.
Step 2: Choosing an injection site (see Diagram 2) é

1. The recommended injection site is the middle of the front of the thighs. If you prefer, you may,, 66
alternatively use the stomach area, but make sure you choose a site at least 5 cm away from th \
belly button (navel). If someone else is giving you the injection, the outer area of the upper
may also be used. é

i

%0

O

2. Each injection should be given at leas crrﬁ where you last injected. Do not inject into
tender, bruised or hard skin. Avoid s tretch marks. (It may be helpful to keep notes on the
location of the previous injecti C

ons,
3. [Ifyou have psoriasis, you sh ot to inject directly into any raised, thick, red, or scaly skin.

Step 3: Injecting the LIF]V@ ution

1. After waiting appg@™NaMWely 15-30 minutes for the solution in the pen to warm to room
temperatureﬁ hands with soap and water.

2. Clean the g} n site with the alcohol swab using a circular motion, and allow it to dry. Do not
& e again before injecting.

e pen, and remove the white needle cap by pulling it straight off (see Diagram 3). To avoid
g the needle inside the pen, do not bend the white needle cap while you are removing it, and
X t re-attach it once it has been removed. After removal of the needle cap, you will see a purple
edle safety shield extending slightly from the end of the pen. The needle will remain protected
@ inside the pen until the pen is activated. Do not use the pen if it is dropped with the needle cap off.
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Diagram 3

White needle cap

Purple needle safety shield \c '

4. Lightly pinching the skin around the injection site between the thumb and indegfNeydf your free
hand may make the injection easier and more comfortable.

5. Hold the pen at a right angle (90°) to the injection site. Push the open e!&f the pen firmly against
the skin, so that the needle safety shield is pushed completely inside en. A slight depression
in the skin will be seen (see Diagram 4). The pen can only be actj en the needle shield is
completely pushed inside the pen.

Diagram 4

Needle safety shield
disappears inside the pen

6. Whilst pu e pen firmly against the skin to ensure that the needle safety shield is fully
depresgad'i the pen, press the centre of the green button on top of the pen with your thumb
tocta@njection (see Diagram 5). On pressing the centre of the button, you will hear a click.

to hold the pen firmly against your skin until you hear a second click, or until

¢ %onds after the first click (whichever happens first).

ote — If you are unable to start the injection as described, press the pen more firmly against your
skin, then press the green button again.
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7. On hearing the second ‘click’ (or, if you do not hear a second ‘click’, after 10 secog¢s Ngve
passed), your injection will be complete (see Diagram 6). You may now lift the your
skin (see Diagram 7). As you lift the pen, the purple needle safety shield will cally extend
to cover the needle. @

Diagram 6 @

Purple needle safety shield Inspection window will

\Q extends to cover needle have turned purple

8. Thep iQg#ection window should now be completely purple, confirming that the dose has been
in cOPrectly (see Diagram 8). If the window is not completely purple, contact your nurse or
Cist for assistance, since the pen may not have injected the LIFMIOR solution completely.
. . .
E t try to use the pen again, and do not try to use another pen without agreement from your

rse or pharmacist.
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Diagram 8

O

%
A

O

9. Ifyou notice a spot of blood at the injection site, you should press the cotton ball u; over the
injection site for 10 seconds. Do not rub the injection site.

Inspection window will
have turned purple

Step 4: Disposing of the used MYCLIC pen
e The pen should be used once only - it should never be re-used. Disposeagf the used pen as
instructed by your doctor, nurse or pharmacist. Do not attempt to re pen.

If you have any questions, please talk to a doctor, nurse or pha t who is familiar with
LIFMIOR.
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Package Leaflet: Information for the User

LIFMIOR 10 mg powder and solvent for solution for injection for paediatric use
Etanercept

vThis medicine is subject to additional monitoring. This will allow quick identification of new

safety information. You can help by reporting any side effects you may get. See the end of
section 4 for how to report side effects.

Read all (both sides) of this leaflet carefully before you start using this medicine because it @
contains important information for you. ¢ 6
e Keep this leaflet. You may need to read it again. &
e Your doctor will also give you a Patient Alert Card, which contains important safety inf 1
that you need to be aware of before and during treatment with LIFMIOR. 0@
N

e I[fyou have any further questions, ask your doctor, pharmacist or nurse.
e This medicine has been prescribed for a child in your care. Do not pass it on to
them, even if their signs of illness are the same as those of the child you are caNgg Jr.

e [fyou get any side effects, talk to your doctor or pharmacist. This includes ossible side effects
not listed in this leaflet. See section 4.

What is in this leaflet é

Information in this leaflet is organised under the following 7 seci

may harm

I.  What LIFMIOR is and what it is used for O

2. What you need to know before you use LIFMIOR\

3. How to use LIFMIOR

4. Possible side effects O

5. How to store LIFMIOR

6. Contents of the pack and other infoggnatio

7. Instructions for preparing and givi injection of LIFMIOR (See overleaf)

1.  What LIFMIOR is and Qused for

LIFMIOR is a medicine tha@a ¢ from two human proteins. It blocks the activity of another protein
in the body that causes inga tion. LIFMIOR works by reducing the inflammation associated with
certain diseases. Q

LIFMIOR is pr:\i'bed the treatment of the following diseases in children and adolescents

e For wing types of juvenile idiopathic arthritis when treatment with methotrexate has not

ell enough or is not suitable for them:

o O
\0 e Polyarthritis (theumatoid factor positive or negative) and extended oligoarthritis in
patients from the age of 2 years

e Psoriatic arthritis in patients from the age of 12 years

e For enthesitis-related arthritis in patients from the age of 12 years when other widely used
treatments have not worked well enough or are not suitable for them

e Severe psoriasis in patients from the age of 6 years who have had an inadequate response to (or
are unable to take) phototherapies or other systemic therapies.
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2.

What you need to know before you use LIFMIOR

Do not use LIFMIOR

if the child you are caring for is allergic to etanercept or any of the other ingredients of
LIFMIOR (listed in section 6). If the child experiences allergic reactions such as chest
tightness, wheezing, dizziness or rash, do not inject more LIFMIOR, and contact your doctor
immediately.

if the child has, or is at risk of developing a serious blood infection called sepsis. If you are
not sure, please contact your doctor.

if the child has an infection of any kind. If you are not sure, please talk to your doctor. ‘\6

Warnings and precautions &

Talk to your doctor before taking LIFMIOR. Q

Allergic reactions: If the child experiences allergic reactions such as chest tiggtn8ys, wheezing,
dizziness or rash, do not inject more LIFMIOR, and contact your doctor i ly.

Infections/surgery: If the child develops a new infection, or is about to ha¥gny major surgery,
the doctor may wish to monitor the child's treatment with LIFMIOR.
Infections/diabetes: Tell your doctor if the child has a history of @- ¥t infections, or suffers
from diabetes or other conditions that increase the risk of infegiy

Infections/monitoring: Tell your doctor of any recent t e the European region. If the
1S

child develops symptoms of an infection such as fever, eflich, notify your doctor
immediately. Your doctor may decide to continue, to @ the child for the presence of
infections after the child stops using LIFMIOR.
Tuberculosis: As cases of tuberculosis have begn rep®rted in patients treated with LIFMIOR,
your doctor will check for signs and sympto @ uberculosis before starting LIFMIOR. This
may include a thorough medical history, gfCARS™X-ray and a tuberculin test. The conduct of
these tests should be recorded on thg PatieNgAlert Card. It is very important that you tell your
doctor if the child has ever had tub 0sis, or has been in close contact with someone who has
had tuberculosis. If symptoms of ibeyctMosis (such as persistent cough, weight loss,
listlessness, mild fever), or a fection appear during or after therapy, tell your doctor
immediately.
Hepatitis B: Tell your do @ the child has or has ever had hepatitis B. Your doctor should
test for the presence atitis B infection before the child begins treatment with LIFMIOR.
Treatment with LI& may result in reactivation of hepatitis B in patients who have

d with the hepatitis B virus. If this occurs, you should stop using

previously bee
LIFMIO Q
Hepatiti ell y»ur doctor if the child has hepatitis C. Your doctor may wish to monitor the
treatmefitMN’LIFMIOR in case the infection worsens.
ders: Seek medical advice immediately if the child has any signs or symptoms such
ax istent fever, sore throat, bruising, bleeding or paleness. Such symptoms may point to the
exiglence of potentially life-threatening blood disorders, which may require discontinuation of
MIOR.

ervous system and eye disorders: Tell your doctor if the child has multiple sclerosis, optic
neuritis (inflammation of the nerves of the eyes) or transverse myelitis (inflammation of the
spinal cord). Your doctor will determine if LIFMIOR is an appropriate treatment.
Congestive heart failure: Tell your doctor if the child has a history of congestive heart failure,
because LIFMIOR needs to be used with caution under these circumstances.
Cancer: Tell your doctor if the child has or has ever had lymphoma (a type of blood cancer) or
any other cancer before the child is given LIFMIOR.
Patients with severe rheumatoid arthritis, who have had the disease for a long time, may be at
higher than average risk of developing lymphoma.
Children and adults taking LIFMIOR may have an increased risk of developing lymphoma or
another cancer.
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Some children and teenage patients who have received LIFMIOR or other medicines that work
the same way as LIFMIOR have developed cancers, including unusual types, which sometimes
resulted in death.

Some patients receiving LIFMIOR have developed skin cancers. Tell your doctor if the child
develops any change in the appearance of the skin or growths on the skin.

. Chickenpox: Tell your doctor if the child is exposed to chickenpox when using LIFMIOR.
Your doctor will determine if preventative treatment for chickenpox is appropriate.

. Alcohol abuse: LIFMIOR should not be used for the treatment of hepatitis related to alcohol
abuse. Please tell your doctor if the child in your care has a history of alcohol abuse.

. Wegener’s granulomatosis: LIFMIOR is not recommended for the treatment of Wegener’s
granulomatosis, a rare inflammatory disease. If the child in your care has Wegener’s ¢ 6
granulomatosis, talk to your doctor. K

. Anti-diabetic medicines: Tell your doctor if the child has diabetes or is taking medicin
treat diabetes. Your doctor may decide if the child needs less anti-diabetic medicige D

taking LIFMIOR. \
Children and adolescents 0
. Vaccinations: If possible, children should be up to date with all vaccigatiofgefore using

LIFMIOR. Some vaccines, such as oral polio vaccine, should not be ggen while using

idiopathic arthritis (JTA) treated with LIFMIOR. Tell the d e child develops any
abdominal cramps and pain, diarrhoea, weight loss or bl(@ g

LIFMIOR should not normally be used in children With@litis or extended oligoarthritis below

the age of 2 years, or in children with enthesitis-related arthiMtis or psoriatic arthritis below the age of

12 years, or in children with psoriasis below the agyears.

Other medicines and LIFMIOR Q

Tell the doctor or pharmacist if the childfis tgk¥ig, has recently taken or might take any other
medicines (including anakinra, abatac ulfasalazine), even those not prescribed by the child's
doctor. The child should not use IR with medicines that contain the active substance anakinra
or abatacept.

Pregnancy and breast-[@

LIFMIOR should on @ hsed during pregnancy if clearly needed. You should consult your doctor if
you become preghgnt, thik you may be pregnant, or are planning to have a baby.

In ad study found more birth defects when the mother had received LIFMIOR in pregnancy,
com mothers who had not received LIFMIOR or other similar medicines

TX gonists), but there was no particular kind of birth defect reported. Another study found no

r ed risk of birth defects when the mother had received LIFMIOR in pregnancy. Your doctor will

you to decide whether the benefits of treatment outweigh the potential risk to your baby. It is

jmportant that you tell the baby’s doctors and other healthcare professionals about the use of
LIFMIOR during pregnancy before the baby receives any vaccine (for more information see section 2,
“Vaccinations™).

Ifyou recde IOR during pregnancy, your baby may have a higher risk of getting an infection.
on
h

Women using LIFMIOR should not breast-feed, since LIFMIOR passes into human breast milk.
Driving and using machines

The use of LIFMIOR is not expected to affect the ability to drive or use machines.
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3. How to use LIFMIOR
Use in children and adolescents

Always use this medicine exactly as the doctor has told you. Check with the doctor or pharmacist if

you are not sure. E
If you feel that the effect of LIFMIOR is too strong or too weak, talk to your doctor or pharmacist.

The appropriate dose and frequency of dosing for the child or adolescent will depend on body weight 6
and disease. The doctor will provide you with detailed directions for preparing and measuring the&\

appropriate dose. O

The 10 mg vial is for children prescribed a dose of 10 mg or less. Each vial should be ys ust one
dose in one patient, and any remaining solution should be discarded. K

arthritis or psoriatic arthritis in patients from the age of 12 years, the usual dose g of LIFMIOR
per kg bodyweight (up to a maximum of 25 mg) given twice weekly, or 0.88hg MIOR per kg of
bodyweight (up to a maximum of 50 mg) given once weekly.

For polyarthritis or extended oligoarthritis in patients from the age of 2 years, or@“’I s-related
of LIF

For psoriasis in patients from the age of 6 years, the usual dose is 0 of LIFMIOR per kg
bodyweight (up to a maximum of 50 mg), and should be given y. If LIFMIOR has no effect
on the child’s condition after 12 weeks, your doctor may tel stop using this medicine.

Method and route of administration \

LIFMIOR is administered by an injection unde%@(by subcutaneous injection).
d

LIFMIOR can be taken with or without fo%

The powder must be dissolved before s@tailed instructions on how to prepare and inject
LIFMIOR are provided in sect§ , Wastructions for preparing and giving an injection of
LIFMIOR”. Do not mix the LI solution with any other medicine.

should be used.

If you use moerR than you should

re LIFMIOR than you should (either by injecting too much on a single occasion or
quently), talk to a doctor or pharmacist immediately. Always have the outer carton
sic with you, even if it is empty.

To help you remember, i@ helpful to write in a diary which day(s) of the week LIFMIOR

rget to inject LIFMIOR

ou forget a dose, you should inject it as soon as you remember, unless the next scheduled dose is
he next day; in which case you should skip the missed dose. Then continue to inject the medicine on
the usual day(s). If you do not remember until the day that the next injection is due, do not take a
double dose (two doses on the same day) to make up for a forgotten dose.
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If you stop using LIFMIOR

Your symptoms may return upon discontinuation.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.

Allergic reactions

If any of the following happen to the child, do not give the child more LIFMIOR. Tell your d

immediately, or go to the casualty department at your nearest hospital. \Q

&2

Feeling nervous or anxious, throbbing sensations, sudden reddening of th and/or a warm

Trouble swallowing or breathing 0
Swelling of the face, throat, hands, or feet @

feeling &
Severe rash, itching, or hives (elevated patches of red or pale skir@ ten itch)

Serious allergic reactions are rare. If the child has any of the above ms he/she may be having
an allergic reaction to LIFMIOR, so you should seek immediat 1 ttention.

Serious side effects \O

b\or itching.

hese are rare or uncommon side effects, but are serious conditions (some of which may rarely be

If you notice any of the following, the child may ne@ent medical attention.

Signs of serious infections, such as high may be accompanied by cough, shortness of
breath, chills, weakness, or a hot, red, te@re area on the skin or joints
Signs of blood disorders, such as bR&ding, bruising, or paleness

Signs of nerve disorders, such agfhu ess or tingling, changes in vision, eye pain, or onset of
weakness in an arm or leg

Signs of heart failure or Wy Pz heart failure, such as fatigue or shortness of breath with
activity, swelling in the afkleya feeling of fullness in the neck or abdomen, night-time
shortness of breath or g, bluish colour of the nails or the lips

Signs of cancers: &# may affect any part of the body including the skin and blood, and
possible signs end on the type and location of the cancer. These signs may include
weight logs, fe elling (with or without pain), persistent cough, presence of lumps or
growths ON:k

Signs o mune reactions (where antibodies are made that may harm normal tissues in
the ch as pain, itching, weakness, and abnormal breathing, thinking, sensation, or vision
Nof Tupus or lupus-like syndrome, such as weight changes, persistent rash, fever, joint or

l¢ pain, or fatigue

ns of inflammation of the blood vessels such as pain, fever, redness or warmth of the skin,

fatal). If these signs occur, tell your doctor immediately, or take the child to the casualty department at
your nearest hospital.

The known side effects of LIFMIOR include the following in groups of decreasing frequency:

Very common (may affect more than 1 in 10 people):
Infections (including colds, sinusitis, bronchitis, urinary tract infections and skin infections);
injection site reactions (including bleeding, bruising, redness, itching, pain, and swelling).
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Reactions at the injection site (these do not occur as often after the first month of treatment).
Some patients have developed a reaction at an injection site that was used before.

. Common (may affect up to 1 in 10 people):
Allergic reactions; fever; rash; itching; antibodies directed against normal tissue (autoantibody
formation).

. Uncommon (may affect up to 1 in 100 people): é
Serious infections (including pneumonia, deep skin infections, joint infections, blood infection,

and infections at various sites); worsening of congestive heart failure; low red blood cell count,
low white blood cell count, low neutrophil (a type of white blood cell) count; low blood platele
count; skin cancer (excluding melanoma); localised swelling of the skin (angioedema); hiv

(elevated patches of red or pale skin that often itch); eye inflammation; psoriasis (new o P&

worsening); inflammation of the blood vessels affecting multiple organs; elevated liver Roo}
tests (in patients also receiving methotrexate treatment, the frequency of elevate r Npod
tests is common).

. Rare (may affect up to 1 in 1,000 people): 0
Serious allergic reactions (including severe localised swelling of the skin heezing);

lymphoma (a type of blood cancer); leukaemia (cancer affecting theqood and bone marrow);
melanoma (a type of skin cancer); combined low platelet, red, a blood cell count;
nervous system disorders (with severe muscle weakness and ' symptoms similar to
those of multiple sclerosis or inflammation of the nerves of t or spinal cord);
tuberculosis; new onset congestive heart failure; seizure gZlupus-like syndrome
(symptoms may include persistent rash, fever, joint pg# tiredness); skin rash, which may
lead to severe blistering and peeling of the skin; reactions (itchy reddish-purple skin
rash and/or threadlike white-grey lines on mucous pbranes); inflammation of the liver
caused by the body's own immune system (a @ mune hepatitis; in patients also receiving
methotrexate treatment, the frequency is Wa#0n); immune disorder that can affect the
lungs, skin and lymph nodes (sarcoidosi ammation or scarring of the lungs (in patients
also receiving methotrexate treatme®g the fPequency of inflammation or scarring of the lungs is

uncommon). 0

. Very rare (may affect upE@,OOO people): failure of the bone marrow to produce crucial

blood cells.

. Not known (frequ Qnot be estimated from the available data): Merkel cell carcinoma (a
type of skin ca %cessive activation of white blood cells associated with inflammation
(macrophage a ion syndrome); recurrence of hepatitis B (a liver infection); worsening of a
condition%d atomyositis (muscle inflammation and weakness with an accompanying
skin ra

Side e@hildren and adolescents
&@ffects and their frequencies seen in children and adolescents are similar to those described

eporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V. By reporting side effects you can help provide more information on the safety of
this medicine.
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5.  How to store LIFMIOR
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton after EXP. The expiry date
refers to the last day of that month.

Store in a refrigerator (2°C — 8°C). Do not freeze. é
Before preparing the LIFMIOR solution, LIFMIOR may be stored outside of the refrigerator at
temperatures up to a maximum of 25°C for a single period of up to four weeks; after which, it should @

not be refrigerated again. LIFMIOR should be discarded if not used within four weeks after remov®

from the refrigerator. It is recommended that you record the date that LIFMIOR is removed from gfe
refrigerator and the date after which LIFMIOR should be discarded (no more than 4 weeks fol g
the removal from the refrigerator). This new expiry date should not exceed the expiry d on

the outer carton.

After preparing the LIFMIOR solution, immediate use is recommended. However, iQe S§ution may be
used for up to 6 hours when stored at a temperature up to 25°C. @

Do not use this medicine if you notice the solution is not clear or contains Q:les. The solution
should be clear, colourless to pale yellow or pale brown, with no lumps® s or particles.

Do not throw away any medicines via wastewater or household wa your pharmacist how to
throw away medicines you no longer use. These measures will t the environment.

6.  Contents of the pack and other information \

What LIFMIOR contains 9
The active ingredient in LIFMIOR is etanc®€ept. Ech vial of LIFMIOR 10 mg powder and solvent for
solution for injection for paediatric use gfftt 10 mg of etanercept. When reconstituted, the solution

contains 10 mg/ml of etanercept. 0

The other ingredients are:

Powder: Mannitol (E421), s d trometamol.

Solvent: Water for inject]

What LIFMIOR lo e and contents of the pack

LIFMIOR 10 \/der and solvent for solution for injection for paediatric use is supplied as a white

powder wi t for solution for injection (powder for injection). Each pack contains 4 vials, 4
pre-fildedqyridges of water for injections, 4 needles, 4 vial adaptors and 8 alcohol swabs.

O
\
O
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Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder:

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

Belgium

Manufacturer: é
Wyeth Pharmaceuticals Pfizer Manufacturing Belgium NV @
New Lane Rijksweg 12, . 6
Havant 2870 Puurs \
Hampshire, PO9 2NG Belgium K

United Kingdom 0

For any information about this medicinal product, please contact the local representati e

Marketing Authorisation Holder.

Belgié/Belgique/Belgien Kvmpog
Luxembourg/Luxemburg PFIZER EAAAX AE. (@YPRUS BRANCH)
Pfizer S.A. /N.V. TnA: +357 22 81769
Tél/Tel: +32 (0)2 554 62 11
Ceska Republika Magyarors Q
Pfizer PFE, spol. s r.o. Pfizer K
Tel: +420-283-004-111 Tel: 8 3700
Danmark
Pfizer ApS Corporation Ltd.
TIf: +45 44 201 100 01; 135621 344610
Deutschland \ Nederland
Pfizer Pharma GmbH 0 Pfizer bv
Tel: +49 (0)30 550055-51000 0 Tel: +31 (0)10 406 43 01
Bnarapus 6 Norge
[¢aiizep JrokcemOypr C l@ Pfizer Norge AS
Krnon bearapus TIf: +47 67 52 61 00
Ten: +359 2 970 433Q
Eesti \ Osterreich
Pfizer Lux SARL Eesti filiaal Pfizer Corporation Austria Ges.m.b.H.
Tel: +$72Q6AN500 Tel: +43 (0)1 521 15-0
o Polska
AAAY AE. Pfizer Polska Sp. z o.0.

x +30 210 67 85 800 Tel.: +48 22 335 61 00
Espaiia Portugal
Pfizer, S.L. Pfizer Biofarmacéutica, Sociedade Unipessoal Lda
Télf: +34 91 490 99 00 Tel: (+351) 21 423 5500
France Roménia
Pfizer Pfizer Romania S.R.L
Tél +33 (0)1 58 07 34 40 Tel: +40 (0) 21 207 28 00
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Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland

Tel: +1800 633 363 (toll free)
Tel: +44 (0)1304 616161

Island
Icepharma hf.
Tel: +354 540 8000

Slovenija

Pfizer Luxembourg SARL, Pfizer, podruznica
za svetovanje s podrocja farmacevtske
dejavnosti, Ljubljana

Tel: +386 (0)1 52 11 400

Slovenska Republika
Pfizer Luxembourg SARL, organizacna zlozka é

Tel: +421 2 3355 5500 @

o)
Suomi/Finland \
Pfizer Oy O

Puh/Tel: +358 (0)9 430 040

Italia Sverige

Pfizer S.r.1. Pfizer Innovations AB 0
Tel: +39 06 33 18 21 Tel: +46 (0)8 550 520 00

Latvija United Kingdom K

Pfizer Luxembourg SARL filiale Latvija Pfizer Limited

Tel. +371 67035775 Tel: +44 (0)130

Lietuva

Pfizer Luxembourg SARL filialas Lietuvoje \OQ

Tel. +3705 2514000

This leaflet was last revised in Q

Detailed information on this medicine is 6%16 on the European Medicines Agency web site:

http://www.ema.europa.eu 0

7.  Instructions for prep .  giving an injection of LIFMIOR

This section is divided in& ollowing sub-sections:

a. Introductgn
b. Setting Kan Mjection

c. Prepa LIFMIOR dose for injection

d. & ent

e. \xn awing the LIFMIOR solution from the vial
* f.@ g the needle on the syringe

oosing an injection site
reparing the injection site and injecting the LIFMIOR solution

@ Disposing of supplies

a. Introduction

The following instructions explain how to prepare and inject LIFMIOR. Please read the instructions
carefully and follow them step by step. You will be instructed by the child's doctor or his/her assistant
on the technique of giving an injection and on the amount to be given to the child. Do not attempt to
administer an injection until you are sure that you understand how to prepare and give the injection.
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This injection should not be mixed in the same syringe or vial with any other medicine. See section 5
for instructions on how to store LIFMIOR.

b. Setting up for an injection

. Wash your hands thoroughly.

. Select a clean well-lit, flat working surface.
. The dose tray should contain the items listed below. (If not, don’t use the dose tray and consult é
your pharmacist). Use only the items listed. Do NOT use any other syringe.
1 LIFMIOR vial @
1 Pre-filled syringe containing clear, colourless solvent (water for injections) ¢ 6
1 Needle K\
1 Vial adaptor
2 Alcohol swabs
. Inspect the expiry dates on both the vial label and the syringe label. They shoul e Wed
after the month and year shown.
c. Preparing the LIFMIOR dose for injection 0

Remove the contents of the tray

. Remove the plastic cap from the LIFMIOR vial (see Diagram 1). T remove the grey

stopper or aluminium ring around the top of the vial. q
Diagram 1 Q

k

. Use a new alcohol swab t n W grey stopper on the LIFMIOR vial. After cleaning, do not

touch the stopper with yo or allow it to touch any surface.
. Place the vial upright n, flat surface.
. Remove the paper @ from the vial adaptor package.

While still in thgagMWic package, place the vial adaptor on top of the LIFMIOR vial so that the
vial adaptor sp @ centered within the raised circle on top of the vial stopper (see Diagram 2).
. Hold the fi on the flat surface with one hand. With the other hand, push STRAIGHT
DOW LY on the adaptor package until you feel the adaptor spike penetrate the vial
stop EEL AND HEAR THE ADAPTOR RIM LOCK INTO PLACE (see Diagram
€ .Q)T push down the adaptor at an angle (see Diagram 4). It is important that the vial
O spike completely penetrates the vial stopper.

*
6\ Diagram 2 Diagram 3 Diagram 4

VL

CORRECT INCORRECT

. While holding the vial in one hand, remove the plastic packaging from the vial adaptor (see
Diagram 5).

191



. Remove the protective cover from the syringe tip by breaking the white cap along the

Diagram 5

AN
=1

white cap with the other hand and bending it down and then up until it is broken (see D1

perforation. This is done by holding the collar of the white cap while grasping the end 0®

6). Do NOT remove the white collar that remains on the syringe.

>

X
&

. Do not use the syringe if the perforation betweenN d collar is already broken. Start again
with another dose tray.

. Holding the glass barrel of the syringe (not t
(not the vial) in the other, connect the syiy
opening and turn clockwise until co

jte collar) in one hand, and the vial adaptor
e vial adaptor by inserting the tip into the
secured (see Diagram 7).

0 iagram 7

©

d Addin@t
. SVINe ing the vial upright on the flat surface, push the plunger VERY SLOWLY until all

ent is in the vial. This will help to reduce foaming (lots of bubbles) (see Diagram 8).

ressure and should not be of concern.

Diagram 8

io’\p@e the solvent is added to the LIFMIOR, the plunger may move up by itself. This is due to air

R

|
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. With the syringe still attached, gently move the vial in circles a few times, to dissolve the
powder (see Diagram 9). Do NOT shake the vial. Wait until all the powder dissolves (usually
less than 10 minutes). The solution should be clear and colourless to pale yellow or pale brown,
with no lumps, flakes, or particles. Some white foam may remain in the vial this is normal. Do
NOT use LIFMIOR if all the powder in the vial is not dissolved within 10 minutes. Start again
with another dose tray.

Diagram 9

) o

e. Withdrawing the LIFMIOR solution from the vial 0

. The doctor or his/her assistant should have instructed you on the propgr a t of solution to be
withdrawn from the vial. If the doctor has not given this instruction, Mgase contact him/her.

. With the syringe still attached to the vial and vial adaptor, hold t pside down at eye

level. Push the plunger all the way into the syringe (see Diag

the LIFMIOR from t ou may have some air in the syringe. Do not be concerned, as you

will remove the ai( T step.
\Q Diagram 11

.

6\0 ) d

@ With the vial held upside down, unscrew the syringe from the vial adaptor by turning it
anti-clockwise (see Diagram 12).

193



Diagram 12

O

. Place the filled syringe on the clean, flat surface. Make sure that the tip does not touch anyth‘in @
Be careful not to push down on the plunger. g%

f. Placing the needle on the syringe é

. The needle has been placed in a plastic container to keep it sterile. Q

. To open the plastic container, hold the short, wide end in one hand. Place your & nd on the
longer portion of the container. $

. To break the seal, bend the larger end down and then up until broken (see%am 13).

Diagram 13 é

. Once the seal has been broken, remove th

. The needle will remain in the long of ™ package.

. While holding the needle and con % one hand, pick up the syringe and insert the syringe
tip into the needle opening.

. Attach the syringe to the e@tuming it clockwise until completely secured (see Diagram
14) 6

@ Diagram 14

\Q
)

O
6\ Remove the needle cover by firmly pulling it straight off the syringe taking care not to touch

the needle or allow the needle to touch any surfaces (see Diagram 15). Be careful not to bend or
twist the cover during removal to avoid damage to the needle.
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Diagram 15

. While holding the syringe upright, remove any air bubbles by slowly pushing on the plunger‘
until the air is removed (see Diagram 16). \

Diagram 16 é

ESAJILQ Q}
g. Choosing an injection site q
. The three recommended injection sites for LIFMIOR 4 Q:(l) the front of the middle thighs;
(2) the abdomen, except for the 5 cm area right a navel; and (3) the outer area of the

upper arms (see Diagram 17). If you are self injectin§yyou should not use the outer area of the

upper arms. O

L 4
. \[¥rent site should be used for each new injection. Each new injection should be given at
*+ \lcdt 3 cm from an old site. Do NOT inject into areas where the skin is tender, bruised, red, or
ard. Avoid areas with scars or stretch marks. (It may be helpful to keep notes on the location of
the previous injections.)
@ If the child has psoriasis, you should try not to inject directly into any raised, thick, red, or scaly
skin patches (“psoriasis skin lesions”).

h. Preparing the injection site and injecting the LIFMIOR solution
. Wipe the site where LIFMIOR is to be injected with a new alcohol swab, using a circular
motion. Do NOT touch this area again before giving the injection.

. When the cleaned area of skin has dried, pinch and hold it firmly with one hand. With the other
hand, hold the syringe like a pencil.
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. With a quick, short motion, push the needle all the way into the skin at an angle between 45°
and 90° (see Diagram 18). With experience, you will find the angle that is most comfortable for
the child. Be careful not to push the needle into the skin too slowly, or with great force.

Diagram 18

%0°
50

\
%\O

. When the needle is completely inserted into the skin, release the skin that olding. With
your free hand, hold the syringe near its base to stabilise it. Then pus@e ger to inject all of

the solution at a slow, steady rate (see Diagram 19).

Diagram 19 g@

. When the syringe is empt@ove the needle from the skin; being careful to keep it at the same
angle it was when it v@ ed.
. Press a cotton ball&‘ injection site for 10 seconds. Slight bleeding may occur. Do NOT

rub the injectiqQ bandage is optional.
i. Disposin&up ies

. ;l"h i and needles should NEVER be re-used. Dispose of the needles and syringe as
tNycted by your doctor, nurse or pharmacist.

O

& e any questions, please talk to a doctor, nurse or pharmacist who is familiar with
1

@ OR.
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