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This indicates that co-administration
of regorafenib may increase the
plasma concentrations of other
concomitant BCRP substrates (e.g.
methotrexate, fluvastatin,
atorvastatin). Therefore, it is
recommended to monitor patients
closely for signs and symptoms of
increased exposure to BCRP
substrates.

Co-administration of regorafenib
may increase the plasma
concentrations of concomitant
BCRP substrates, such as
methotrexate, or P-glycoprotein
substrates, such as digoxin.

Administration of regorafenib (160
mg for 14 days) prior to
administration of a single dose of
rosuvastatin (5 mg), a BCRP
substrate, resulted ina 3.8-fold
increase in mean exposure (AUC) of
rosuvastatin and a 4.6-fold increase
in Crax-

This indicates that co-administration
of regorafenib may increase the
plasma concentrations of other
concomitant BCRP substrates (e.g.
methotrexate, fluvastatin,
atorvastatin). Therefore, it is
recommended to monitor patients
closely for signs and symptoms of
increased exposure to BCRP
substrates.

Clinical data indicate that regorafenib
has no effect on digoxin
pharmacokinetics, therefore can be
given concomitantly with p-
glycoprotein substrates such as
digoxin, without a clinically
meaningful drug interaction.

In vitro data indicate that
regorafenib, M-2 and M-5 are
inhibitors of BCRP (ICs, values
about 40 to 70 nanomolar
[regorafenib], 390 nanomolar
[M-2 metabolite] and 150
nanomolar [M-5 metabolite]) and
that regorafenib and M-2 are
inhibitors of P-glycoprotein

(ICsp value of about

2 micromolar [regorafenib] and
1.5 micromolar [M-2 metabolite])
at concentrations which are
achieved in vivo at steady state.
Co-administration of regorafenib
may increase the plasma
concentrations of concomitant
BCRP substrates, such as
methotrexate, or P-glycoprotein
substrates, such as digoxin.

Section 4.5 - Interaction
with other medicinal
products and other
forms of interaction

The safety profile of regorafenib in
these studies was consistent with the
safety results of a phase Ill B study
conducted in 2872 patients with
metastatic colorectal cancer whose
disease had progressed after
treatment with standard therapies.

Section 4.8 -
Undesirable effects
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