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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

:(DINNN MNyNRPA 21N JNI0A VDRV ,_) X911 NNYya DTV 190

[.]

4.4 Special warnings and precautions for use

[.]

Substances with potential for interaction

Inhibitors or inducers of CYP3A4 should only be co-administered with tacrolimus after consulting a
transplant specialist, due to the potential for drug interactions resulting in serious adverse reactions
including rejection or toxicity (see section 4.5).

CYP3A4 inhibitors

Concomitant use with CYP3A4 inhibitors may increase tacrolimus blood levels, which could lead to
serious adverse reactions, including nephrotoxicity, neurotoxicity and QT prolongation. It is
recommended that concomitant use of strong CYP3A4 inhibitors (such as ritonavir, cobicistat,
ketoconazole, itraconazole, posaconazole, voriconazole, telithromycin, clarithromycin or josamycin)

with tacrollmus should be avoided. If unav0|dable When—sabstanees—\mﬁwe%enﬂakfewq{e#aenen

que#aw#ampm—n#ab%n}—a%emg%embme%m&hﬂemhmus tacrollmus blood Ievels should

be monitored frequently, starting within the first few days of co-administration, under the supervision
of a transplant specialist, to adjust the tacrolimus dose as Iif appropriate in order to maintain similar
tacrolimus exposure.
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Certain combinations of tacrolimus with drugs known to have nephrotexic-er neurotoxic effects may
increase the risk of these effects (see section 4.5).

—

]

Nephrotoxicity

Tacrolimus can result in renal function impairment in post-transplant patients. Acute renal impairment
without active intervention may progress to chronic renal impairment. Patients with impaired renal
function should be monitored closely as the dosage of tacrolimus may need to be reduced. The risk for
nephrotoxicity may increase when tacrolimus is concomitantly administered with drugs associated
with nephrotoxicity (see section 4.5). Concurrent use of tacrolimus with drugs known to have
nephrotoxic effects should be avoided. When co-administration cannot be avoided, tacrolimus trough
blood level and renal function should be monitored closely and dosage reduction should be considered
if nephrotoxicity occurs.

—

]

Infections including opportunistic infections

Patients treated with immunosuppressants, including Advagraf are at increased risk for infections
including opportunistic infections (bacterial, fungal, viral and protozoal) such as CMV infection, BK
virus associated nephropathy and JC virus associated progressive multifocal leukoencephalopathy
(PML).

[.]

These infections are often related to a high total immunosuppressive burden and may lead to serious or
fatal conditions incltding graft rejection that physicians should consider in the differential diagnosis in
immunosuppressed patients with deteriorating hepatic or renal function or neurological symptoms.
Prevention and management should be in accordance with appropriate clinical guidance.

—

n



Excipients

‘Advagraf capsules contain lactose, patients with rare hereditary problems of galactose intolerance,
lactase deficiency or glucose-galactose malabsorption should not take this medicine.

The printing ink used to mark Advagraf capsules contains soya lecithin. In patients who are
hypersensitive to peanut or soya, the risk and severity of hypersensitivity should be weighed against
the benefit of using Advagraf.

[.]

4.5 Interaction with other medicinal products and other forms of interaction

Systemically available tacrolimus is metabolised by hepatic CYP3A4. There is also evidence of
gastrointestinal metabolism by CYP3A4 in the intestinal wall. Concomitant use of

known to inhibit or induce CYP3A4 may affect the metabolism of tacrolimus and
increase or decrease tacrolimus blood levels.

It is thereforestronghy recommended StFORGIY to closely monitor tacrolimus blood levels Under

as well as QT prolongation (with
ECQG), renal function and other side effects whenever substances which have
the potential to alter CYP3A4 metabolism are used concomitantly and to - interrupt eradjust
the tacrolimus dose as If appropriate in order to maintain similar tacrolimus exposure (see sections 4.2
















4.8 Undesirable effects

[.]

Infections and infestations

[.]

Both generalised and localised infections can occur.

Cases of CMV infection, BK virus associated nephropathy, as well as cases of JC virus associated
progressive multifocal leukoencephalopathy (PML), have been reported in patients treated with
immunosuppressants, including Advagraf.

[.]

Blood and lymphatic system disorders




[.]
not known: pure red cell aplasia, agranulocytosis, haemolytic anaemiaj febrile neutropenia
[.]

Nervous system disorders

[.]
not known:  posterior reversible encephalopathy syndrome (PRES)
[.]

General disorders and administration site conditions

[...]

]

6.6 Special precautions for disposal and other handling
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	תופעות לוואי לא שכיחות (עשויות להשפיע על עד 1 מתוך 100 אנשים):
	תופעות לוואי נדירות (עשויות להשפיע על עד 1 מתוך 1,000 אנשים):
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