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Esbriet is indicated in adults for the treatment of mild to moderate Idiopathic

Pulmonary Fibrosis (IPF).
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:Nan yTna pTv 4.4 Special warnings and precautions for use gwoa

Hepatic function

Elevated transaminases have been commonly reported in patients treated with Esbriet.

Liver function tests (ALT, AST and bilirubin) should be performed prior to the
initiation of treatment with Esbriet, and subsequently at monthly intervals for the first
6 months and then every 3 months thereafter (see section 4.8).

If a patient exhibits an aminotransferase elevation >3 to < <5 x ULN without bilirubin

elevation and without symptoms or signs of drug-induced liver injury after starting

Esbriet therapy, other causes should be excluded, and the patient monitored closely.
Discontinuation of other medicines associated with liver toxicity should be considered.
If clinically appropriate, the dose of Esbriet should be reduced or interrupted. Once liver
function tests are within normal limits Esbriet may be re-escalated to the recommended
daily dose if tolerated.

Drug-induced liver injury

Uncommonly, elevations in AST and ALT were associated with concomitant bilirubin
increases. Cases of severe drug-induced liver injury, including isolated cases with fatal
outcome, have been reported post-marketing (see section 4.8).

In addition to the recommended reqular monitoring of liver function tests, prompt
clinical evaluation and measurement of liver function tests should be performed in
patients who report symptoms that may indicate liver injury, including fatigue,
anorexia, right upper abdominal discomfort, dark urine, or jaundice.

If a patient exhibits an aminotransferase elevation te >3 to <<5 x ULN accompanied by
symptoms-of hyperbilirubinaemia or clinical signs or symptoms indicative of liver
injury, Esbriet should be permanently discontinued and the patient should not be
rechallenged.

If a patient exhibits an aminotransferase elevation to > >5 x ULN, Esbriet should be
permanently discontinued and the patient should not be rechallenged.

[..]
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Hyponatraemia

Hyponatraemia has been reported in patients treated with Esbriet (see section 4.8). As
the symptoms of hyponatraemia may be subtle and masked by the presence of
concomitant morbidities, regular monitoring of the relevant laboratory parameters is
recommended, especially in the presence of evocative signs and symptoms such as
nausea, headache or dizziness.

:Nan yTha pTIv 4.8 Undesirable effects quoa

[...]

Metabolism and nutrition disorders: Hyponatraemia® was added as an adverse

reaction at uncommon (>1/1,000 to <1/100) frequency.

[..]

Hepatobiliary disorders:
Total serum bilirubin increased in combination with increases of ALT and AST*
frequency have been changed from Rare (>1/10,000 to <1/1,000) to uncommon
(>1/1,000 to <1/100).

Drug-induced liver injury? was added as an adverse reaction at uncommon (>1/1,000 to
<1/100) frequency.

1. Identified through post-marketing surveillance
2. Cases of severe drug-induced liver injury, including reports with fatal outcome have been
identified through post-marketing surveillance (see section 4.3, 4.4).

[..]

*For the full list of adverse reactions, please see Esbriet tablets prescribing information.
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