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Levosimendan MBI 2.5mg/ml
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Short-term treatment of acutely decompensated severe chronic heart failure.
Simdax should only be used as add-on therapy in situations where conventional therapy with
e.g. diuretics, ACE-inhibitors and digitalis is not sufficient and where there is a need for
inotropic support.
Levosimendan 2.5mg/ml :'yo anan
Concentrate for solution for infusion :a'wona Y@ [Ann Ny
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4.5 Interaction with other medicinal products and other forms of interaction

[...]
Levosimendan has shown to be an inhibitor of CYP2CS in vitro, and inhibitien-efmetabolism

ef—sensﬁ*e%@%—s&bstrates—&t—ﬂ*&h@hesﬂt can therefore not be excluded that

levosimendan i1

represeﬁt&t-w&sabstratecan increase the exposure of concomltantlv admlmstered drugs that

are primarily metabelizedmetabolised by CYP2C8-has-net-been-conducted—However.

Therefore, co-administration of 1ev0s1mendan &t—hrghest—reeemme&éeé—des&wuh sensitive
CYP2C8 substrates shou

W%%hﬁ%ﬁ%ﬁ%ﬁﬁ%ﬁ%%&%&%&%ﬁuch as
loperamide, pioglitazone, repaglinide and enzalutamide—\With-thelewerinfustionrate-of 0+

pefmintkethe-drug-draginteraction-are-unlikely should be avoided when possible.
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4.8 Undesirable effects

Body System Frequency Preferred Term
Immune system disorders Not known Hypersensitivity

5.2 Pharmacokinetic properties

Biotransformation

In vitro studies have shown that levosimendan, OR-1855 and OR-1896 do not inhibit
CYPI1A2, CYP2A6, CYP2B6, CYP2C19, CYP2D6, CYP2E1, or CYP3A4 at concentrations
achieved by the recommended dosing. In addition levosimendan does not inhibit CYP1A1
and neither OR-1855 nor OR-1896 inhibit E¥P2C9-.CYP2C8 or CYP2C9. Levosimendan has
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shown to be an inhibitor of CYP2CS in vitro (see section 4.5.). The results of drug interaction
studies in humans with warfarin, felodipine, and itraconazole confirmed that levosimendan
does not inhibit CYP3A4 or CYP2C9, and metabolism of levosimendan is not affected by
CYP3A inhibitors.
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