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4.4 Special warnings and precautions for use

]
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Posterior reversible encephalopathy syndrome (PRES)

Patients treated with tacrolimus have been reported to develop posterior reversible encephalopathy syndrome
(PRES). If patients taking tacrolimus present with symptoms indicating PRES such as headache, altered mental
status, seizures, and visual disturbances, a radiological procedure (e.g., MRI) should be performed. If PRES is
diagnosed, adequate blood pressure afdiseizure control and immediate discontinuation of systemic tacrolimus is
advised. Most patients completely recover after appropriate measures are taken.
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4.5 Interaction with other medicinal products and other forms of interaction

—
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Medicinal products which have effects on tacrolimus

Drug/Substance Class or Name

Drug interaction effect

Recommendations concerning co-
administration

[...]

4.8 Undesirable effects

[...]

Blood and lymphatic system disorders

common: anaemia, leukopenia, thrombocytopenia, leukocytosis, red blood cell analyses abnormal
uncommon: coagulopathies, coagulation and bleeding analyses abnormal, pancytopenia, neutropenia,

|

rare: thrombotic thrombocytopenic purpura, hypoprothrombinaemia, thrembetic-microangiopathy
not known: pure red cell aplasia, agranulocytosis, haemolytic anaemia, febrile neutropenia

[...] o
Investigations
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weight increased

ities; blood alkaline phosphatase increased,




Metabolism and biotransformation

Tacrolimus is widely metabolised in the liver, primarily by the cytochrome P450-3A4 (CYP3A4) and the
cytochrome P450-3A5 (CYP3AS)! Tacrolimus is also considerably metabolised in the intestinal 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 pharmacological activity of tacrolimus.
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