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Presentation
Shieldex subcutaneous injection: Each Pre-filled syringe contains Etanercept INN/In-house 50 mg per ml of solution for injection.

Description

Etanercept is a dimeric fusion protein consisting of the extracellular ligand-binding portion of the human 75 kilodalton (p75)
tumor necrosis factor receptor (TNFR) linked to the Fc portion of human IgG1. The Fc component of Etanercept contains the
CH, domain, the CH, domain and hinge region, but not the CH, domain of IgG1. Etanercept is produced by recombinant DNA
technology in a Chinese Hamster Ovary (CHO) mammalian cell expression system. It consists of 934 amino acids and has an
apparent molecular weight of approximately 150 kilodaltons.

Etanercept is a TNF alpha inhibitor that binds specifically to tumor necrosis factor (TNF) and blocks its interaction with cell
surface TNF receptors. TNF is a naturally occurring cytokine that is involved in normal inflammatory and immune responses.
Elevated levels of TNF are found in the synovial fluid of RA patients. It plays an important role in the inflammatory processes of
rheumatoid arthritis (RA), polyarticular-course juvenile rheumatoid arthritis (JRA) and the resulting joint pathology.

Indications

Etanercept is a tumor necrosis factor (TNF) blocker indicated for -

Rheumatoid Arthritis (RA): Etanercept can be initiated in combination with methotrexate (MTX) or used alone for the
treatment of active rheumatoid arthritis (RA) in adults, when one or more disease modifying antirheumatic drugs (DMARDs),
including methotrexate (unless contraindicated), has proved inadequate.

Juvenile Idiopathic Arthritis(JIA): Etanercept indicated for the treatment of polyarticular-course juvenile idiopathic arthritis
(JIA) in children and adolescents from the age of 2 years when the response to one or more DMARDs has proven inadequate.

Psoriatic Arthritis (PsA): Etanercept can be used in combination with methotrexate (MTX) in patients who do not respond
adequately to MTX alone.

Ankylosing Spondylitis (AS): Etanercept is indicated for reducing signs and symptoms in patients with active ankylosing
spondyliis (AS).

Plaque Psoriasis (PsO): Etanercept is indicated for the treatment of adult patients (18 years or older) with chronic moderate
to severe plaque psoriasis (PsO) who are candidates for systemic therapy or phototherapy.

Pediatric Plaque Psoriasis (Ps0): Etanercept is indicated for the 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 systemic therapies or
phototherapies.

Dosage and administration

Use in Adults:

Rheumatoid arthritis, psoriatic arthritis and ankylosing spondylitis: Patients aged 18 years or older- 50 mg Etanercept
per week administered once weekly as a subcutaneous injection. Methotrexate, glucocorticoids, salicylates, nonsteroidal
anti-inflammatory drugs (NSAIDs), or analgesics may be continued during treatment with Etanercept in adults.

Plaque psoriasis: The dose of Etanercept is 50 mg once weekly as a subcutaneous injection. Higher responses may be
achieved from initial treatment with a dose of 50 mg twice weekly for up to 12 weeks, followed, if necessary, by a dose of 50
mg once weekly. Adult patients may be treated intermittent or continuously based on physician judgment and individual patient
needs. Treatment should be discontinued in patients who show no response after 12 weeks. With intermittent use, treatment
cycles subsequent to the initial cycle should use a dose of 50 mg once weekly. No dosage adjustment is required for elderly
and or patient with renal and hepatic impairment.

Use in Pediatrics:
The dosage of Etanercept is based on body weight for pediatric patients. Patients weighing 62.5 kg or more may be fixed-dose
prefilled syringe.

Juvenile idiopathic arthritis: Children (22 to <18 years): 0.8mg/kg (up to maximum of 50 mg per dose) given once weekly.
Glucocorticoids, nonsteroidal anti-inflammatory drugs (NSAIDs), or analgesics may be continued during treatment with
Etanercept in children. Etanercept has not been studied in children < 2 years of age.

Pediatric plaque psoriasis: Children (>6 to <18 years): 0.8mg/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. If retreatment of Etanercept
is indicated, the above guidance on treatment duration should be followed. The dose should be 0.8 mg/kg (up to maximum of
50 mg per dose) once weekly.

Administration

Administer Etanercept as subcutaneous injections in the thigh, abdomen or upper arm. Give each new injection at least 3 cm
above or below from a previous site. Do not use in the area where the skin is tender, bruised, red or hard. The injection should
be performed under supervision of qualified healthcare professional. Before injection, single-use prefilled syringe should be
allowed to reach at room temperature (approximately 15-30 minutes). The needle cover should not be removed while allowing
the pre-filled syringe to reach at room temperature. Before disposal of blank PFS, please activate the needle guard to avoid
any chance of needle-stick injury.

Contraindications
Hypersensitivity to Etanercept or to any component of the formulation. Sepsis or risk of sepsis. Treatment with Etanercept
should not be initiated in patients with serious active infections, including chronic or localized infection.

Precautions

Infections: Serious infections, including sepsis and tuberculosis (TB), have been reported with the use of Etanercept. Some of
these infections have been fatal. These infections were due to bacteria, mycobacteria, fungi, viruses and parasites (including
protozoa). Patients who develop a new infection while undergoing treatment with Etanercept should be monitored closely.
Administration of Etanercept should be discontinued if a patient develops a serious infection. Caution should be exercised
when considering the use of Etanercept in patients with a history of recurring or chronic infections or with underlying conditions
which may predispose patients to infections. Opportunistic infections, including invasive fungal infections, have been reported
in patients receiving Etanercept. In some cases, fungal and other opportunistic infections are not recognized, and this has
resulted in delays in appropriate treatment, sometimes resulting in death. In many of the reports, patients have also received
concomitant medicines including immunosuppressant. In evaluating patients for infections, healthcare providers should
consider the patient's risk for relevant opportunistic infections (e.g., exposure to endemic mycoses).

Tuberculosis (TB): Tuberculosis has been observed in patients receiving TNF-blocking agents, including Etanercept.
Tuberculosis may be due to reactivation of latent TB infection or to new infection. Before initiation of therapy with Etanercept,
any patient at increased risk for TB should be evaluated for active or latent infection. Prophylaxis of latent TB infection should
be initiated prior to therapy with Etanercept. Physicians should monitor patients receiving Etanercept for signs and symptoms
of active TB, including patients who tested negative for latent TB infection. Applicable local guidelines should be consulted.
Patients with RA appear to have an increased rate of TB infection.

Hepatitis B reactivation: Reactivation of hepatitis B in patients who were previously infected with the hepatitis B virus (HBV)
and had received concomitant anti-TNF agents including Etanercept has been reported. Caution should be exercised when
administering Etanercept in patients previously infected with HBV. These patients should be monitored for signs and symptoms
of active HBV infection.

Worsening of hepatitis C: There have been reports of worsening of hepatitis C in patients receiving Etanercept.

Concurrent treatment with Anakinra: Concurrent administration of Enbrel and Anakinra has been associated with an
increased risk of serious infections and neutropenia. This combination has not demonstrated increased clinical benefit; such
use is not recommended.

Concurrent treatment with Abatacept: In clinical studies, concurrent administration of Abatacept and Etanercept therapy
resulted in increased incidences of serious adverse events. This combination has not demonstrated increased clinical benefit;
such use is not recommended.

Wegener’s granulomatosis: The use of Etanercept for treatment of Wegener’s granulomatosis is not recommended.
Alcoholic hepatitis: The use of Etanercept in patients for the treatment of alcoholic hepatitis is not recommended.

Allergic reactions: Allergic reactions associated with Etanercept administration have been reported. If any serious allergic or
anaphylactic reaction occurs, discontinue administration of Etanercept immediately.

Skin cancers: Melanoma and non-melanoma skin cancer (NMSC) have been reported in patients treated with
TNF-antagonists, including Etanercept.

Hematologic reactions: Rare cases of pancytopenia and very rare cases of aplastic anemia, some with fatal outcome, have
been reported in patients treated with Etanercept.

Vaccinations: Live vaccines should not be given concurrently with Etanercept.
Congestive Heart Failure (CHF): Physicians should use caution when using Enbrel in patients who also have CHF.

Hypoglycemia: There have been reports of hypoglycemia following initiation of Etanercept in patients receiving medication for
diabetes, necessitating a reduction in anti-diabetic medication in some of these patients.

Side effects

Like all medicines, this medicines can cause side effects, although not everybody gets them.

Infection & infestations- Serious infections (including pneumonia, cellulitis, arthritis bacterial, 131 sepsis, and parasitic infection),
Tuberculosis, Hepatitis B reactivation, Infection (including upper respiratory tract infection, bronchitis, cystitis, skin infection),
Opportunistic infection (including invasive fungal, bacterial, atypical mycobacterial, viral infections, and Legionella) & Listeria.
Neopl: benign,
Lymphoma, Leukemia & Non-melanoma skin cancers .

and ified (including cysts and polyps)- Malignant melanoma Merkel cell carcinoma,

Blood and Iymphatic system disorders- Aplastic anemia, Pancytopenia, Thrombocytopenia, Anemia, Leukopenia,
Neutropenia & Histiocytosis haematophagic.

Immune system disorders- Serious allergic/anaphylactic reactions (including bronchospasm), Vasculitis (including ANCA
positive vasculitis), Sarcoidosis, Allergic reactions & Autoantibody formation.

Nervous system disorders- CNS demyelinating events (including multiple sclerosis) and localized demyelinating conditions
(optic neuritis and transverse myelitis), Peripheral demyelinating events (including Guillain-Barre syndrome), chronic inflammatory
demyelinating polyneuropathy, demyelinating polyneuropathy, and multifocal motor neuropathy, seizure & headache.

Eye disorders- Uveitis & Scleritis.

Cardiac disorders- New onset cardiac failure congestive & worsening of cardiac failure congestive.

Respiratory, thoracic and mediastinal disorders- Interstitial lung disease (including pulmonary fibrosis and pneumonitis).
Gastrointestinal disorders- Inflammatory bowel disease.

Hepatobiliary disorders- Autoimmune hepatitis & elevated liver enzymes.

Skin and subcutaneous tissue disorders- Stevens-Johnson syndrome, Toxic epidermal necrolysis, Angioedema, Cutaneous
vasculitis (including hypersensitivity vasculitis), Erythema multiforme, Psoriasis (new onset or exacerbation, including all

sub-types), Urticaria, Pruritus, Psoriasiform rash & Rash.

M loskeletal and tive tissue disorders- Cutaneous lupus erythematosus, Subacute cutaneous lupus
erythematosus & Lupus-like syndrome.

G I disorders and admini
itching, pain, and swelling) & Pyrexia.

site conditions- Injection site reactions (including bleeding, bruising, erythema,

Additional side effects in children & adolescents:
The side effects and their frequencies seen in children and adolescents are similar to those described above.

Pregnancy and lactation

The safe use of Etanercept during pregnancy has not been established. Use Etanercept during pregnancy only if clearly
needed. The safe use of Etanercept during lactation has not been established. It is not known whether Etanercept is excreted
in human milk.

Overdose

The maximum tolerated dose of Etanercept has not been established in humans. Single intravenous doses up to 60 mg/m2
have been administered to healthy volunteers in an endotoxemia study without evidence of dose-limiting toxicities. The highest
dose level evaluated in rheumatoid arthritis patients has been an intravenous loading dose of 32 mg/m? followed by
subcutaneous doses of 16 mg/m? (25 mg) administered twice weekly. No dose-limiting toxicities were observed during clinical
trials of rheumatoid arthritis patients. There is no known antidote to Etanercept.

Step 1: Setting up for an injection

1. Select a clean, well-lit, flat working surface.

2. Take the Shieldex carton containing the pre-filled syringes out of the refrigerator and place it on a flat work surface. Remove
one pre-filled syringe and one alcohol swab and place them on your work surface. Do not shake the pre-filled syringe of
Etanercept. If you have any questions about storage, contact your doctor, nurse, or pharmacist for further instructions.

3. You should allow 15 to 30 minutes for the Shieldex 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 Shieldex 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 Etanercept carton
and a cotton ball or gauze.

5. Wash your hands with soap and warm water.

6. Inspect the solution in the syringe. It should be clear or slightly opalescent, colorless or pale yellow, and may contain small
white or almost transparent particles of protein. This appearance is normal for Etanercept. Do not use the solution if it is
discolored, 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

1. Three recommended injection sites for Shieldex using a pre-filled syringe include: (1) the 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 use the outer area of the upper arms.
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2. 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.)

3. If you have psoriasis, you should try not to inject directly into any raised, thick, red, or scaly skin patches ("psoriasis skin
lesions").

Step 3: Injecting the Shieldex solution

1. Wipe the site where Shieldex is to be injected with the alcohol swab, using a circular motion. Do not touch this area again
before giving the injection.

2. Pick up the pre-filled syringe from the flat work surface. Remove the needle cover by firmly pulling it straight off the syringe
(see diagram 2). Be careful not to bend or twist the cover during removal to avoid damage to the needle. When you remove
the needle cover, there may be a drop of liquid at the end of the needle; this is normal. Do not touch the needle or allow it to
touch any surface. Do not touch or bump the plunger. Doing so could cause the liquid to leak out.

Diagram 2

-

3. 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.
4. With a quick, short motion, push the needle all the way into the skin at an angle between 45° and 90° (see diagram 3). With
experience, you will find the angle that is most comfortable for you. Be careful not to push the needle into the skin too slowly, or
with great force.

Diagram 3

5. When the needle is completely inserted into the skin, release the skin that you are holding. With your free hand, hold the
syringe near its base to stabilise it. Then push the plunger to inject all of the solution at a slow, steady rate (see diagram 4).

Diagram 4

6. When 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

+ The pre-filled syringe is for single-use administration only. The syringe and needle should never be reused. Never recap a
needle. Dispose of the needle 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 Shieldex.

Storage
Store at 2 °C to 8 °C in a refrigerator. Do not freeze. Do not shake the syringe. Keep away from light and out of the reach of
children.

Commercial pack:
Shieldex subcutaneous Injection: Each box contains 1 pre-filled syringe of Etanercept 50 mg Injection.

Manufactured by b

C?pro Incepta Pharmaceuticals Ltd z
Savar, Dhaka, Bangladesh
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