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Patients with impaired hepatic Patients with impaired hepatic Posology and
function function method of
Whole blood trough levels (C0) of Whole blood trough levels (CO0) of administration
everolimus should be closely monitored | everolimus should be closely monitored
in patients with impaired hepatic in patients with impaired hepatic
function. For patients with mild hepatic function. For patients with mild or
impairment (Child-Pugh Class A), the moderate hepatic impairment (Child-
dose should be reduced to approximately | Pugh Class A or B), the dose should be
two-thirds of the normal dose. For reduced to approximately one-half of the
patients with moderate to severe hepatic | normal dose if two of the following
impairment (Child-pugh B or C) the dose | conditions apply: bilirubin > 34 micro
should be reduced to approximately one | mol/L (> 2 mg/dL), albumin <35 g/L (<
half of the normal dose. Further dose 3.5 g/dL), INR> 1.3 (prothrombin time>
titration should be based on therapeutic 4 sec prolongation). Further dose titration
drug monitoring (see section 5.2 should be based on therapeutic drug
Pharmacokinetic properties). monitoring (see section 5.2
Pharmacokinetic properties). Everolimus
has not been evaluated in patients with
severe hepatic impairment (Child-Pugh
Class C, see section 4.4 Special warnings
and precautions for use).
Liver function imprint Severe liver function imprint Special

Close monitoring of everolimus whole
blood trough levels (C0) and everolimus
dose adjustment is recommended in
patients with impaired hepatic function
(see section 4.2 Posology and method of
administration).

Interstitial lung disease/ non-
infectious pneumonitis

Cases of ILD have been reported with

Everolimus has not been studied in
patients with severe hepatic impairment.
Close monitoring of everolimus whole
blood trough levels (CO0) in patients with
impaired hepatic function is therefore
recommended.

Interstitial lung disease/ non-
infectious pneumonitis

Cases of ILD have been reported with

warnings and
precautions for

use
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Certican which generally resolve on drug | Certican which resolve on drug

interruption with or without interruption with or without

glucocorticoid therapy. However, fatal glucocorticoid therapy (see section 4.8

cases have also occurred (see section 4.8 | Undesirable effects)

Undesirable effects).

Midazolam (CYP3A4A substrate) Interaction with

. other medicinal
In a two-period, fixed-sequence, products and

crossover drug interaction study, 25 other forms of
healthy subjects received a single oral 4 interaction
mg dose of midazolam in period 1. In
period 2, they received everolimus 10 mg
once-daily for 5 days and a single 4 mg
dose of midazolam with the last dose of
everolimus. The Cmax of midazolam
increased 1.25-fold (90% CI, 1.14 — 1.37)
and the AUCinf increased 1.30-fold (1.22
— 1.39). The half-life of midazolam was
unaltered. This study indicated that
everolimus is a weak inhibitor of

CYP3A4.
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