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ADVAGRAF 0.5mg capsules
ADVAGRAF 1mg capsules
ADVAGRAF 3mg capsules
ADVAGRAF 5mg capsules
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Tacrolimus 0.5mg
Tacrolimus 1mg
Tacrolimus 3mg
Tacrolimus 5mg
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4.4 Special warnings and precautions for use

Substances with potential for interaction

]

—
[
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[.]

Medicinal products which have effects on tacrolimus

Drug/Substance Class or Drug interaction effect Recommendations concerning
Name co-administration

]

4.8 Undesirable effects

[...]
Blood and lymphatic system disorders
[...]
uncommon: coagulopathies, pancytopenia, neutropenia, coagulation and bleeding analyses,
abnormal
rare: thrombotic thrombocytopenic purpura, hypoprothrombinaemia thrembetic
. ionatl
[...]

5.2 Pharmacokinetic properties
[...]

Metabolism

Tacrolimus is widely metabolised in the liver, primarily by the cytochrome P450-3A4 (CYP3A4) and
i cytochorie PAS0-3AS (CYPBAB): Tcrolimus is also consicerably metabolised i the itestinal

wall. There are several metabolites identified. Only one of these has been shown in vitro to have
immunosuppressive activity similar to that of tacrolimus. The other metabolites have only weak or no
immunosuppressive activity. In systemic circulation only one of the inactive metabolites is present at
low concentrations. Therefore, metabolites do not contribute to the pharmacological activity of
tacrolimus.
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