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Ritonavir is principally metabolised and eliminated by the liver.
Pharmacokinetic data indicate that no dose adjustment is
necessary in patients with mild to moderate hepatic impairment
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see section 5.2). Ritonavir sheuld must not be given to patients
ith severe hepatic impairment (see section 4.3).

Hepatic impairment:

Ritonavir is principally metabolised and eliminated
by the liver. Pharmacokinetic data indicate that no
dose adjustment is necessary in patients with mild
to moderate hepatic impairment (see section 5.2).
Ritonavir should not be given to patients with
severe hepatic impairment (see section 4.3).
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“potential increase in riociguat exposure (see section 4.5).
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orapaxa,

otential increase in vorapaxar exposure (see section 4.5).
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Anticancer
agents
Afatinib 20 mg 200 148% 1.39%
single ql2h/ih
dose before
40 mq, 200 g12h/ |1 19% 14%
single co-
dose administer
ed
> 40 mg, 5%
single 1200 L ——
dose ql12h/6h
after

Serum concentrations may be increased
due to Breast Cancer Resistance Protein
(BCRP) and acute P-gp inhibition by
ritonavir. The extent of increase in AUC
and Cnax depends on the timing of ritonavir
administration. Caution should be
exercised in administering afatinib with
Norvir (refer to the afatinib prescribin
information). Monitor for ADRs related to
afatinib.

4.5 interaction with
other medicinal

products and other
forms of interaction
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Anticoagulan

Rivaroxaban

Vorapaxar

Endothelin
antagonists

iociguat,

Serum concentrations may be increased
due to CYP3A and P-gp inhibition by
ritonavir. Caution should be exercised in
administering ceritinib with Norvir. Refer to
the ceritinib SmPC for dosage adjustment
recommendations. Monitor for ADRs
related to ceritinib.

Ritonavir effects on Non-antiretroviral Co-administered
Medicinal Products

Dose of Dose |Effecton Effecton
Co- of Co- Co-
administer [INORVI |administer jadminist
ed R (mg) ed ered
Medicinal Medicinal |Medicinal
Products Products |Products
(mg) AUC Crnax

10, single 600 g12h |1 1 55%

dose 153%

Inhibition of CYP3A and P-gp lead to
increased plasma levels and
pharmacodynamic effects of
rivaroxaban which may lead to an
increased bleeding risk. Therefore, the
use of ritonavir is not recommended in
patients receiving rivaroxaban.

Serum concentrations may be
increased due to CYP3A inhibition by
ritonavir. The coadministration of
vorapaxar with Norvir is not
recommended (see section 4.4 and
refer to the vorapaxar prescribing
information).

Co-administration of bosentan and
ritonavir may increase steady state
bosentan maximum concentr-ations
(Cmax) @nd area under the curve
(AUC).

Serum concentrations may be
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increased due to CYP3A and P-gp
inhibition by ritonavir. The
coadministration of riociguat with
Norvir is not recommended (see
section 4.4 and refer to riociguat

prescribing information).

Ritonavir effects on Non-antiretroviral Co-
administered Medicinal Products

Co- Dose of |Dose Effect Effect
administere |Co- of on Co- |on Co-
d Medicinal |administ NOR |administ ladmini
Products ered VIR |ered stered
Medicin |(mg) |Medicin Medici
al al nal
Product Product |Produc
s (mg) s AUC  ts Cpax
Anticoagulant
Rivaroxaban 10, |600 1
sin |gq12h |153% |55%
gle
dos
e
Inhibition of CYP3A and
P-gp lead to increased
plasma levels and
pharmacodynamic effects
of rivaroxaban which may
lead to an increased
bleeding risk. Therefore,
the use of ritonavir is not
recommended in patients
receiving rivaroxaban.
Endothelin

antagonists

Co-administration of bosentan
and ritonavir may increase
steady state bosentan
maximum concentr-ations
(Cmax) and area under the
curve (AUC).

Bosentan
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