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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.

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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44 Special warnings and precautions for use

Elevated transaminases and hepatic injury

Abnormalities in liver function, including advanced liver disease, can be present in patients with
CF. Worsening of liver function in patients with advanced liver disease has been reported. Liver
function decompensation, including liver failure leading to death, has been reported in CF
patients with pre-existing cirrhosis with portal hypertension receiving lumacaftor/ivacaftor. Cases
of liver failure leading to transplantation have been reported within the first 6 months of
treatment in patients with and without pre existing advanced liver disease treated with other
CFTR modulators.

[...]

Treatment should be interrupted and serum transaminases and total bilirubin measured
promptly if clinical signs or symptoms of liver injury develop. Interrupt dosing in the event of ALT
or AST > 5 x the upper limit of normal (ULN), or ALT or AST > 3 x ULN with total bilirubin > 2 x
ULN and/or clinical jaundice. Closely monitor laboratory tests until the abnormalities resolve. A
thorough investigation of potential causes should be conducted and patients should be followed
closely for clinical progression. Following resolution, consider the benefits and risks of resuming
treatment (see sections 4.2, 4.8, and 5.2). Patients who resume treatment after interruption
should be monitored closely.

[...]

Depression

Depression (including suicidal ideation and suicide attempt) has been reported in patients
treated with lumacaftor/ivacaftor, usually occurring within three months of treatment initiation
and in patients with a history of psychiatric disorders (see section 4.8). In some cases, symptom
improvement was reported after dose reduction or treatment discontinuation. Patients (and
caregivers) should be alerted about the need to monitor for depressed mood, suicidal thoughts,
unusual changes in behaviour, anxiety, or insomnia and to seek medical advice immediately if
these symptoms occur.

[.]
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Description of selected adverse reactions
Hepatobiliary adverse reactions

[.]

Post-marketing cases of liver function decompensation including liver failure leading to
transplantation and/or death have been reported in CF patients who were treated with
lumacaftor/ivacaftor (see section 4.4).
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