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Orkambi 200 mg/125 mg film coated tablets Orkambi 100 mg/125 mg film coated tablets
Ivacaftor 125 mg Ivacaftor 125 mg
Lumacaftor 200 mg Lumacaftor 100 mg

MYIRN A'linn

Orkambi is indicated for the treatment of cystic fibrosis (CF) in patients aged 6 years and older who are
homozygous for the F508del mutation in the CFTR gene (see sections 4.2, 4.4 and 5.1).

If the patient's genotype is unknown, CF mutation test should be used to detect the presence of the
F508del mutation on both alleles of the CFTR gene.

Limitations of Use
The efficacy and safety of ORKAMBI have not been established in patients with CF other than those
homozygous for the F508del mutation.
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4.4 Special warnings and precautions for use

[...]

Hepatobiliary events

Elevated transaminases have been commonly reported in patients with CF receiving lumacaftor/ivacaftor.
[...] Transaminase elevations have been observed more frequently in paediatric patients than in adult
patients (see section 4.8).

[...]

In the event of significant elevation of ALT or AST, with or without elevated bilirubin (either ALT or AST >
5 x the upper limit of normal [ULN], or ALT or AST > 3 x ULN with bilirubin > 2 x ULN and/or clinical
jaundice), dosing with lumacaftor/ivacaftor should be discontinued and laboratory tests closely followed
until the abnormalities resolve. A thorough investigation of potential causes should be conducted and
patients should be followed closely for clinical progression.
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Vertex Pharmaceuticals (U.K.) Limited

Medison Pharma LTD.

10 Hashiloach St. P.O.B 7090, Petach-Tikva 4917002, Israel
Tel.: +972 3 925 0250, Fax. : +972 3 922 5740

. www.medisonpharma.com



