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2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Prograf 0.5 mg capsules

Each capsule contains 0.5 mg of tacrolimus.
Excipient with known effect: 62.85 mg of lactose monohydrate.

The printing ink used to mark the capsule contains trace amounts of soya lecithin (0.48% of total printing
ink composition).

Prograf 1 mg capsules

Each capsule contains 1 mg of tacrolimus.
Excipient with known effect: 61.35 mg of lactose monohydrate.

=nchenpsuosenioinslossthond e sed v e

The printing ink used to mark the capsule contains trace amounts of soya lecithin (0.48% of total printing
ink composition).

Prograf 5 mqg capsules

Each capsule conta?ns 5 mg of tacrolimus. _

Excipient with known effect: 123.60 mg of lactose monohydrate.
For the full list of excipients, see section 6.1.

[...]

4.4 Special warnings and precautions for use

[.]

Substances with potential for interaction
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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)

W|th tacrollmus should be avoided. If unav0|dable When%&bsﬂneeaAH#»&petenﬁaHe—Hmemenen

ésue#asa#amwkniab{ﬁm)—ape%em&eembmewmmrehmus tacrollmus bIood 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 if appropriate in order to maintain similar
tacrolimus exposure.

[.]

Certain combinations of tacrolimus with drugs known to have rephretexic-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

2



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 Prograf 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 including graft rejection|that physicians should consider in the differential diagnosis in
immunosuppressed patients with deteriorating hepatic or renal function or neurological symptoms.

[.]

Excipients
As Prograf eapsuies—contaml Iactose speeral—ea#e—skmﬂd—be—take#m—paﬂ%#ﬁkkmre—heredﬂapy

patlents W|th rare heredltary problems of galactose mtolerance total Iactase def|C|ency or glucose-
galactose malabsorption should not take this medicine.

[.]

4.5 Interaction with other medicinal products and other forms of interaction

Metabolic interactions

Systemically available tacrolimus is metabolised by hepatic CYP3A4. There is also evidence of
gastrointestinal metabolism by CYP3A4 in the intestinal wall. Concomitant use of medicinal products
or herbal remedies known to inhibit or induce CYP3A4 may affect the metabolism of tacrolimus and
increase or decrease tacrolimus blood levels.

as well as) monitor for graft function, QT prolongation (with

ECQG), renal function and other side effects including neurotoxicity, whenever substances which have
the potential to alter CYP3A4 metabolism are used concomitantly and to 8djUSEOF interrupt er-adjust
the tacrolimus dose as If appropriate in order to maintain similar tacrolimus exposure (see sections 4.2

It is therefore-stronghy recommended StfORgIY to closely monitor tacrolimus blood levels URder
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4.8 Undesirable effects

[.]

Infections and infestations

[...]

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 Prograf.

[.]

Blood and lymphatic system disorders

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

Nervous system disorders

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

General disorders and administration site conditions
[...]
[...]

5.2 Pharmacokinetic properties
Absorption

[.]




In healthy subjects, Prograf 0.5 mg, Prograf 1 mg and Prograf 5 mg - Capsules, hard have been
shown to be bioequivalent, when administered as equivalent dose.

[.]

6.6 Special precautions for disposal and other handling

[.]
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