Baritinib®

Baricitinib INN

Composition

Baritinib® Tablet 2 mg: Each film-coated tablet contains Baricitinib
INN 2 mg.

Baritinib™ Tablet 4 mg: Each film-coated tablet contains Baricitinib
INN 4 mg.

Indications

* Rheumatoid arthritis: Baricitinib is indicated for the treatment of
moderate to severe active rheumatoid arthritis in adult patients who
have responded inadequately to, or who are intolerant to one or more
disease-modifying anti-rheumatic drugs (DMARDs). Baricitinib may
be used as monotherapy or in combination with methotrexate

¢ Atopic Dermatitis: Baricitinib is indicated for the treatment of
moderate to severe atopic dermatitis in adult patients who are
candidates for systemic therapy

Clinical pharmacology

Baricitinib is a selective and reversible inhibitor of Janus kinase JAK1
and JAK2. Janus kinases (JAKs) are enzymes that transduce
intracellular signals from cell surface receptors for a number of
cytokines and growth factors involved in haematopoiesis,
inflammation and immune function. Within the intracellular signalling
pathway, JAKs phosphorylate and activate signal transducers and
activators of transcription (STATs), which activate gene expression
within the cell. Baricitinib modulates these signalling pathways by
partially inhibiting JAK1 and JAK2 enzymatic activity, thereby reducing
the phosphorylation and activation of STATs.

Dosage and administration

* Rheumatoid arthritis: The recommended dose of Baricitinib is 4
mg once daily. A dose of 2 mg once daily is appropriate for patients
such as those aged > 75 years and may be appropriate for patients
with a history of chronic or recurrent infections

A dose of 2 mg once daily may also be considered for patients who
have achieved sustained control of disease activity with 4 mg once
daily and are eligible for dose tapering.

* Atopic Dermatitis: The recommended dose of Baricitinib is 4 mg
once daily. A dose of 2 mg once daily is appropriate for patients such
as those aged > 75 years and may be appropriate for patients with a
history of chronic or recurrent infections. A dose of 2 mg once daily
should be considered for patients who have achieved sustained
control of disease activity with 4 mg once daily and are eligible for
dose tapering

Baricitinib can be used with or without topical corticosteroids. The
efficacy of Baricitinib can be enhanced when given with topical
corticosteroids. Topical calcineurin inhibitors may be used, but should
be reserved for sensitive areas only, such as the face, neck,
intertriginous and genital areas.

Consideration should be given to discontinuing treatment in patients
who show no evidence of therapeutic benefit after 8 weeks of
treatment.

Method of administration
Oral use. Baricitinib is to be taken once daily with or without food and
may be taken at any time of the day.

Use in specific populations

* Hepatic impairment: No dose adjustment is required in patients
with mild or moderate hepatic impairment. Baricitinib is not
recommended in patients with severe hepatic impairment

* Renal impairment: The recommended dose is 2 mg once daily in
patients with creatinine clearance between 30 and 60 mL/min.
Baricitinib is not recommended for use in patients with creatinine
clearance < 30 mL/min

Drug interactions
The recommended dose is 2 mg once daily in patients taking OAT3
inhibitors with a strong inhibition potential, such as probenecid

Use in pregnancy & lactation

* Pregnancy: Baricitinib is contraindicated during pregnancy. Women
of childbearing potential have to use effective contraception during
and for at least 1 week after treatment. If a patient becomes pregnant
while taking Baricitinib the parents should be informed of the
potential risk to the foetus

¢ Lactation: Not recommended

Use in pediatric & geriatric patients
« Pediatric patients: The safety and efficacy of Baricitinib in children
and adolescents aged 0 to 18 years have not yet been established

« Geriatric patients: Clinical experience in patients > 75 years is very
limited and in these patients a starting dose of 2 mg is appropriate

Contraindications
» Known hypersensitivity to Baricitinib or any of its excipients
« Baricitinib is not recommended during pregnancy

Side effects

Common side effects include throat and nose infections, high levels
of cholesterol, cold sores, gastroenteritis, urinary infection,
pneumonia, high number of platelets, headache, nausea, stomach
pain, high levels of liver enzymes, rash, acne, increase in creatine
kinase.

Warnings and precautions

« Serious infections: Avoid use of Baricitinib in patients with active,
serious infection, including localized infections. If a serious
infection develops, interrupt Baricitinib therapy until the infection is
controlled

Tuberculosis: Prior to initiating Baricitinib, test patients for latent
tuberculosis (TB). If positive, consider treating for TB prior to
Baricitinib use. Do not give Baricitinib to patients with active
tuberculosis

Haematological abnormalities: Baricitinib initiation is not
recommended in patients with an absolute lymphocyte count (ALC)
<0.5x10° cells/L, absolute neutrophil count (ANC) <1x10° cells/L, or
hemoglobin level <8 g/dL

Viral reactivation: If a patient develops herpes zoster, Baricitinib
treatment should be temporarily interrupted until the episode
resolves. If HBV DNA is detected, a liver specialist should be
consulted to determine if treatment interruption is warranted
Vaccination: Use with live, attenuated vaccines during, or
immediately prior to, Baricitinib therapy is not recommended. Prior
to initiating Baricitinib, it is recommended that all patients be
brought up to date with all immunisations in agreement with
current immunisation guidelines

Lipids: Dose dependent increases in blood lipid parameters were
reported in patients treated with Baricitinib

Hepatic transaminase elevations: If increases in ALT or AST are
observed and drug-induced liver injury is suspected, Baricitinib
should be temporarily interrupted until this diagnosis is excluded
Malignancy: Immunomodulatory medicinal products may increase
the risk of malignancies including lymphoma

Venous thromboembolism: Baricitinib should be used with caution
in patients with risk factors for DVT/PE, or patients undergoing
surgery and immobilization. If clinical features of DVT/PE occur,
Baricitinib treatment should be discontinued and patients should
be evaluated promptly, followed by appropriate treatment
Immunosuppressive medicinal products: Combination with biologic
DMARDs, biologic immunomodulators or other Janus kinase (JAK)
inhibitors is not recommended

Hypersensitivity: If any serious allergic or anaphylactic reaction
occurs, Baricitinib should be discontinued immediately
Diverticulitis: Baricitinib should be used with caution in patients
with diverticular disease and especially in patients chronically
treated with concomitant medications associated with an increased
risk of diverticulitis. Patients presenting with new onset abdominal
signs and symptoms should be evaluated promptly for early
identification of diverticulitis or gastrointestinal perforation

Storage
Store at temperature not exceeding 30°C in a dry place. Protect from
light and moisture.

Presentation & packaging

Baritinib® Tablet 2 mg: Each commercial box contains 10 tablets in
Alu-Alu blister pack.

Baritinib® Tablet 4 mg: Each commercial box contains 10 tablets in
Alu-Alu blister pack.

| Medicine: Keep out of reach of children
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Manufactured by

Healthcare Pharmaceuticals Ltd.
Gazariapara, Rajendrapur

Gazipur-1703, Bangladesh 13002236
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