Riturest

Rituximab INN

COMPOSITION
RITUREST 100 Injection: Each vial contains Rituximab INN 100 mg
in 10 ml solution.
RITUREST 500 Injection: Each vial contains Rituximab INN 500 mg
in 50 ml solution.

PHARMACOLOGY

Rituximab is a monoclonal antibody that targets the CD20 antigen
expressed on the surface of pre-B and mature B-lymphocytes. Upon
binding to CD20, rituximab mediates B-cell lysis. Possible
mechanisms of cell lysis include complement dependent cytotoxicity
(CDC) and antibody dependent cell mediated cytotoxicity (ADCC). B
cells are believed to play a role in the pathogenesis of rheumatoid
arthritis (RA) and associated chronic synouvitis. In this setting, B cells
may be acting at multiple sites in the autoimmune/inflammatory
process, including through production of rheumatoid factor (RF) and
other autoantibodies, antigen presentation, T-cell activation, and/or
proinflammatory cytokine production.

INDICATION

Rituximab is indicated in:

Non-Hodgkin’s Lymphoma (NHL)

¢ Relapsed or refractory, low-grade or follicular, CD20-positive, B-cell
NHL as a single agent.

e Previously untreated follicular, CD20-positive, B-cell NHL in
combination with first line

chemotherapy and, in patients achieving a complete or partial
response to a rituximab product in combination with chemotherapy,
as single-agent maintenance therapy.

¢ Non-progressing (including stable disease), low-grade, CD20-posi-
tive, B-cell NHL as a single agent after first-line cyclophosphamide,
vincristine, and prednisone (CVP) chemotherapy.

e Previously untreated diffuse large B-cell, CD20-positive NHL in
combination with  cyclophosphamide, doxorubicin, vincristine,
prednisone (CHOP) or other anthracycline-based chemotherapy
regimens.

Chronic Lymphocytic Leukemia (CLL)

Rituximab in combination with fludarabine and cyclophosphamide
(FC), is indicated for the treatment of adult patients with previously
untreated and previously treated CD20-positive CLL.

Rheumatoid Arthritis (RA)

Rituximab in combination with methotrexate, is indicated for the
treatment of adult patients with moderate to severe active rheumatoid
arthritis who have had an inadequate response to one or more TNF
antagonist therapies.

Granulomatosis with Polyangiitis (GPA) (Wegener’s Granuloma-
tosis) and Microscopic Polyangiitis (MPA)

Rituximab in combination with glucocorticoids, is indicated for the
treatment of adult and pediatric patients 2 years of age and older with
Granulomatosis with Polyangiitis (GPA) (Wegener’'s Granulomatosis)
and Microscopic Polyangiitis (MPA).

Pemphigus Vulgaris (PV)
Rituximab is indicated for the treatment of adult patients with
moderate to severe pemphigus vulgaris.

DOSAGE AND ADMINISTRATION

Do not administer as an intravenous push or bolus. Withdraw the
necessary amount of Rituximab and dilute to a final concentration of
1 mg/mL to 4 mg/mL in an infusion bag containing either 0.9%
Sodium Chloride, USP, or 5% Dextrose Injection, USP.

Non-Hodgkin’s Lymphoma (NHL)

The recommended dose is 375 mg/m? as an intravenous infusion
according to the following schedules:

e Relapsed or Refractory, Low-Grade or Follicular, CD20-Positive,
B-Cell NHL: Administer once weekly for 4 or 8 doses.

¢ Retreatment for Relapsed or Refractory, Low-Grade or Follicular,
CD20-Positive, B-Cell NHL: Administer once weekly for 4 doses.

e Previously Untreated, Follicular, CD20-Positive, B-Cell NHL:
Administer on Day 1 of each cycle of chemotherapy for up to 8 doses.
In patients with complete or partial response, initiate Rituximab
maintenance eight weeks following completion of a rituximab product
in combination with chemotherapy. Administer Rituximab as a
single-agent every 8 weeks for 12 doses.

¢ Non-progressing, Low-Grade, CD20-Positive, B-Cell NHL, after
first-line CVP chemotherapy: Following completion of 6-8 cycles of
CVP chemotherapy, administer once weekly for 4 doses at 6-month
intervals to a maximum of 16 doses.

¢ Diffuse Large B-Cell NHL: Administer on Day 1 of each cycle of
chemotherapy for up to 8 infusions.

Chronic Lymphocytic Leukemia (CLL)

The recommended dose is 375 mg/m? the day prior to the initiation of
FC chemotherapy, then 500 mg/m? on Day 1 of cycles 2-6 (every
28 days).

Rheumatoid Arthritis (RA)

Rituximab should be administered in combination with methotrexate
as two-1,000 mg intravenous infusions separated by 2 weeks.
Methylprednisolone 100 mg intravenous or its equivalent 30 minutes
prior to each infusion.

Granulomatosis with Polyangiitis (GPA) (Wegener’s Granuloma-
tosis) and Microscopic Polyangiitis (MPA)

Administer Rituximab as a 375 mg/m? intravenous infusion once
weekly for 4 weeks.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

Sverest

Rituximab can cause severe, infusion-related reactions. Rituximab
induced infusion-related reactions include urticaria, hypotension,
angioedema, hypoxia, bronchospasm, myocardial infarction
anaphylactoid events, or death. Premedicate patients with an
antihistamine and acetaminophen prior to dosing. Institute medical
management for infusion-related reactions as needed.

Severe Mucocutaneous Reactions

Mucocutaneous reactions, can occur in patients treated with
Rituximab. These reactions include paraneoplastic pemphigus
Stevens-Johnson syndrome, lichenoid dermatitis, vesiculobullous
dermatitis, and toxic epidermal necrolysis. Discontinue Rituximab in
patients who experience a severe mucocutaneous reaction.

Hepatitis B Virus (HBV) Reactivation

Hepatitis B virus (HBV) reactivation, in some cases resulting in
fulminant hepatitis, hepatic failure and death, can occur in patients
treated with Rituximab. Immediately discontinue Rituximab and any
concomitant chemotherapy.

Tumor Lysis Syndrome (TLS)

Acute renal failure, hyperkalemia, hypocalcemia, hyperuricemia, or
hyperphosphatemia from tumor lysis, can occur within 12-24 hours
after the first infusion of Rituximab. Administer intravenous hydration
and anti-hyperuricemic therapy in patients at high risk for TLS.

Infections

Serious bacterial, fungal, and new or reactivated viral infections can
occur during and following the completion of Rituximab-based
therapy. Discontinue Rituximab for serious infections.

Cardiovascular Adverse Reactions

Cardiac adverse reactions, including ventricular fibrillation, myocar-
dial infarction, and cardiogenic shock may occur in patients receiving
Rituximab. Discontinue infusions for serious or life-threatening
cardiac arrhythmias.

Renal Toxicity

Severe renal toxicity can occur after Rituximab administration in
patients with NHL. Discontinue Rituximab in patients with a rising
serum creatinine and oliguria.

Immunization

For patients treated with Rituximab, physicians should review the
patient’s vaccination status and patients should, if possible, be
brought up-to-date with all immunizations in agreement with current
immunization guidelines prior to initiating Rituximab.

Embryo-Fetal Toxicity

Pregnancy Category C

There are no adequate and well-controlled studies of Rituximab in
pregnant women. Women of childbearing potential should use
effective contraception while receiving Rituximab and for 12 months
following treatment. Rituximab should be used during pregnancy only
if the potential benefit justifies the potential risk to the fetus.

SIDE EFFECTS

The most common side effects in patients treated with Rituximab are
o NHL: Infusion-related reactions, fever, lymphopenia, chills, infection
and asthenia.

e CLL: Infusion-related reactions and neutropenia.

* RA: Upper respiratory tract infection, nasopharyngitis, urinary tract
infection, and bronchitis (other important adverse reactions include
infusion-related reactions, serious infections, and cardiovascular
events).

e GPA and MPA: Infections, nausea, diarrhea, headache, muscle
spasms, anemia, peripheral edema, infusion-related reactions.

e PV: Infusion-related reactions, depression, upper respiratory tract
infection/ nasopharyngitis, headache (other important adverse
reactions include infections).

DRUG INTERACTIONS
The combination of Cisplatin and Rituximab is not an approved
treatment regimen.

USE IN SPECIFIC POPULATIONS

Pregnancy

Based on human data, Rituximab can cause adverse developmental
outcomes including B-cell lymphocytopenia in infants exposed to
Rituximab in-utero. Pregnant women should be advised of the
potential risk to the fetus.

Lactation

It is not known whether Rituximab and its metabolites are excreted in
human milk. Because of the potential for serious ADRs in breastfed
infants from exposure to Rituximab, mothers should be advised
against breastfeeding while receiving Rituximab.

Pediatric Population
Rituximab is indicated for the treatment of GPA and MPA in pediatric
patients 2 years of age and older.

PHARMACEUTICAL INFORMATION

Storage Condition

Store the vial under refrigeration at 2°C to 8°C (36°F to 46°F) in
original carton to protect from light. Do not freeze. Do not shake.
Keep out of the reach of children.

HOW SUPPLIED

RITUREST 100 Injection: Each box contains 1 vial of 10 ml solution
of Rituximab 100 mg.

RITUREST 500 Injection: Each box contains 1 vial of 50 ml solution
of Rituximab 500 mg.

Manufactured by

Everest Pharmaceuticals Ltd.
BSCIC I/A, Kanchpur, Narayanganj, Bangladesh

www.everestpharmabd.com
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