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TECFIDERA ABBREVIATED PRESCRIBING INFORMATION (HONG KONG)

NAME OF THE MEDICINAL PRODUCT: Tecfidera 120 mg gastro-resistant hard capsules and Tecfidera 240 mg gastro-resistant hard
capsules. THERAPEUTIC INDICATIONS: Tecfidera is indicated for the treatment of adult patients with relapsing remitting multiple
sclerosis. POSOLOGY AND METHOD OF ADMINISTRATION: Treatment should be initiated under supervision of a physician experienced in
the treatment of the disease. Posology: The starting dose is 120 mg twice a day. After 7 days, the dose is increased to the recommended
dose of 240 mg twice a day. Temporary dose reduction to 120 mg twice a day may reduce the occurrence of flushing and gastrointestinal
adverse reactions. Within 1 month, the recommended dose of 240 mg twice a day should be resumed. Tecfidera should be taken with
food. For those patients who may experience flushing or gastrointestinal adverse reactions, taking Tecfidera with food may improve
tolerability. Elderly: Clinical studies of Tecfidera had limited exposure to patients aged 55 years and above, and did not include sufficient
numbers of patients aged 65 and over to determine whether they respond differently than younger patients. Based on the mode of action
of the active substance there are no theoretical reasons for any requirement for dose adjustments in the elderly. Renal and hepatic
impairment: Tecfidera has not been studied in patients with renal or hepatic impairment. Based on clinical pharmacology studies, no
dose adjustments are needed. Caution should be used when treating patients with severe renal or severe hepaticimpairment. Paediatric
population: The safety and efficacy of Tecfidera in children and adolescents aged 10 to 18 years have not been established. No data are
available. There is no relevant use of Tecfidera in children aged less than 10 years for the indication of relapsing remitting multiple
sclerosis. Method of administration: For oral use. The capsule or its contents should not be crushed, divided, dissolved, sucked or
chewed as the enteric-coating of the microtablets prevents irritant effects on the gut. CONTRAINDICATIONS: Hypersensitivity to the
active substance or to any of the excipients. SPECIAL WARNING AND PRECAUTIONS FOR USE: Blood/laboratory tests, Prolonged
moderate to severe lymphopenia, MR imaging, Progressive Multifocal Leukoencephalopathy (PML), Prior treatment with
immunosuppressive or immunomodulating therapies, Severe renal and hepatic impairment, Severe active gastrointestinal disease,
Flushing, Infections INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF INTERACTION: Tecfidera has not been
studied in combination with anti plastic or immunosuppressive therapies and caution should, therefore, be used during concomitant
administration. In multiple sclerosis clinical studies, the concomitant treatment of relapses with a short course of intravenous
corticosteroids was not associated with a clinically relevant increase of infection. Vaccination during treatment with Tecfidera has not
been studied. It is not known whether treatment with Tecfidera might reduce the effectiveness of some vaccines. Live vaccines might
carry an increased risk of clinical infection and should not be given to patients treated with Tecfidera unless, in exceptional cases, this
potential risk is considered to be outweighed by the risk to the individual of not vaccinating. During treatment with Tecfidera,
simultaneous use of other fumaric acid derivatives (topical or systemic) should be avoided. In humans, dimethyl fumarate is extensively
metabolised by esterases before it reaches the systemic circulation and further metabolism occurs through the tricarboxylic acid cycle,
with no involvement of the cytochrome P450 (CYP) system. Potential drug interaction risks were not identified from in vitro
CYP-inhibition and induction studies, a p-glycoprotein study, or studies of the protein binding of dimethyl fumarate and monomethyl
fumarate (a primary metabolite of dimethyl fumarate). Commonly used medicinal products in patients with multiple sclerosis,
intramuscular interferon beta 1a and glatiramer acetate, were clinically tested for potential interactions with dimethyl fumarate and did
not alter the pharmacokinetic profile of dimethyl fumarate. Administration of 325 mg (or equivalent) non enteric coated acetylsalicylic
acid, 30 minutes prior to Tecfidera, over 4 days of dosing, did not alter the pharmacokinetic profile of Tecfidera and reduced the
occurrence and severity of flushing in a healthy volunteer study. However, long term use of acetylsalicylic acid is not recommended for
the management of flushing. Potential risks associated with acetylsalicylic acid therapy should be considered prior to co-administration
with Tecfidera. Concurrent therapy with nephrotoxic medicinal products (such as aminoglycosides, diuretics, NSAIDs or lithium) may
increase the potential of renal adverse reactions (e.g. proteinuria) in patients taking Tecfidera. Consumption of moderate amounts of
alcohol did not alter exposure to Tecfidera and was not associated with an increase in adverse reactions. Consumption of large quantities
of undiluted strong alcoholic drinks (more than 30% alcohol by volume) may lead to increased dissolution rates of Tecfidera and,
therefore, may increase the frequency of gastrointestinal adverse reactions. In vitro CYP induction studies did not demonstrate an
interaction between Tecfidera and oral contraceptives. In vivo interaction studies have not been performed with oral contraceptives.
Even though an interaction is not expected, non hormonal contraceptive measures should be considered with Tecfidera. Paediatric
population: Interaction studies have only been performed in adults. FERTILITY, PREGNANCY AND LACTATION: Pregnancy: There are no
or limited amount of data from the use of dimethyl fumarate in pregnant women. Animal studies have shown reproductive toxicity.
Tecfidera is not recommended during pregnancy and in women of childbearing potential not using appropriate contraception. Tecfidera
should be used during pregnancy only if clearly needed and if the potential benefit justifies the potential risk to the foetus.
Breast-feeding: It is unknown whether dimethyl fumarate or its metabolites are excreted in human milk. A risk to the newborns/infants
cannot be excluded. A decision must be made whether to discontinue breast-feeding or to discontinue Tecfidera therapy. The benefit of
breast-feeding for the child and the benefit of therapy for the woman should be taken into account. Fertility: There are no data on the
effects of Tecfidera on human fertility. Data from preclinical studies do not suggest that dimethyl fumarate would be associated with an
increased risk of reduced fertility. UNDESIRABLE EFFECTS: Flushing, diarrhea, nausea, abdominal pain upper, abdominal pain, ketones
measured in urine, gastroenteritis, lymphopenia, leucopenia, burning sensation, hot flush, vomiting, dyspepsia, gastritis,
gastrointestinal disorder, pruritus, rash, erythema, proteinuria, feeling hot, albumin urine present, aspartate aminotransferase
increased, alanine aminotransferase increased, white blood cell count decreased, hypersensitivity. DATE OF REVISION OF THE TEXT:
February 2016
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