Tacrograf ®

Tacrolimus

FORMS AND PRESENTATION
Tecrograf® 0.5: Capsules: Box of 100.
Tacrograf® 1: Capsules: Box of 100.
Tecrograf® 5 Capsules: Box of 100.

o
- Concurrent use of

vancomycin,
NSAIDs,

oracyclovin)

B fen in conjunction with Tacrolimus.

- As Tacrolimus freatment may be associated with hyperkalemia, or may increase pre-¢xidting hyperkalemia, high potassium intake, or poiassium-sparing diuretcs (c.g., amiloride,
riamterene, o spironolacione) should be avoided.

- Immunosuppressants may affeet the response to vaceination and vaceination during treatment with Tacrolimus may be less efective. The use of ive attenuated vaceines should be

avoided.
ADVERSE EFFECTS

y e >
(= 1/100, <1/10); uncommon (= 1/1,000, <1/100); rare (> 1/10.000, <1/1,000; very rare (<1/10,000); not known (cannot be estimated from the available data) Within each frequency
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COMPOSITION Ipiations, abormal ECG

Tecrograf® 05: Each capsule contans Tacrolimus 0.5mg. (very rare)

Excipients: actose, sodium, ‘magnesium learate, geatin, methyl paraben, propyl paraben, tatrazine, ttanium dioxide, sodium laury! - Blod o eyl dhcdr: Auein, i, ia, abnomal blood cell analyscs abnomal coagulaton and
sulphate. i

“Tecrograf® 1 Each capsule contains Tacrolimus 1mg. dizzines: 1
Excipients: actose, i Satin, brilant blue, sunset yellow, i ide, yellow iron oxide, sodium lauryl specchand

suiphate

“Tecrograf® 5 Each capsule contains Tacrolimus Smg. Eye disorders: Blurred vision, photophobs

Excipients: lactose, y i gelatin ‘paraben, propyl paraben, briliant blue, carmoisine, tartrazine, anium ~Earand X

dioxide, sodium lauryl sulphate. - Respiatory thorcie and mediasinaldisonders: Dyspnea, parenchynmal g disorder. .  nasal congedtion and respiratory
PHARMACOLOGICAL PROPERTIES filures, et

Pharmacodynamic properties i Diarth y y Somatit
Therapeutic cess: Immunosuppressants. andlrton sces v pain constipation, latulen Toose ool

ATC code: LOAADO2. paralytc leus,perionit fase, gaéiro di .

¢ the effects of Ta y KBPI ulMIm

The FKBPL i i ition of thercby - Renal and urinary disorders: Renal impairment (very common); renal fuilure, acute renal filue, oliguria, renal tubular necrosis,toxic nephropathy, urinary abnormalites, bladder and

- Skin and subcutancous tissue disorders: Prurits, rash, alopecia, acne, increased sweating (common); dermatits, photosensitivity (uncommon): toxic epidermal necrolysis (Lyells

In pariclar, Tacrolimusinhibis the formatin of eytoloxc Iymphocytes, which ae mainly mponslble for gt fcto. Tacroimus spprsses Tl ativaron and Thlper <l syndrome) (rare); Stevens-Johnson syndrome (very rare)
ot B el Timb, back
Pharmamkmem: properties ~Endocrine disorders: Hirsutism (rare).
miion - Metabolsm and nurition disoders: Hypergycenic condions,dibetes melus,hyperka common); hypokalemia, hypocalcemi
ln ‘man Tacrolimus has been shown to be able to be st troughou e gl e, Following onl adviniSaionof Tl les peak () of hyponatremia, luid overload i i
i
profie i i the range of 2025 %. - Infections and infstations: As is well known for other potent . patients Tacrol frequenty at increased rsk for infections (vira, bacteial,
Afier i Sead i i patins, 1 “The coure: Both ized inf Cases of BK. aswellas
T healthy subjects, Tacrolimus 0.5 me, Tacrolimus | e and Tacrolimus cases of IC vi ) including Tacrolimus.
‘The rate and extent of absorption of Tacrolimus is greatest P d P “Tacrolimus, the. ~Inury, Primary
pronounced afier a high-fat meal. The effect of a higk i “Tacrolimus Medication errors, including inadvertent, unintentional or unsupervised substiution of immediate- or prolonged-release Tacrolimus formulations, have been observed. A number of
e N . .
Distribution - Benign. i ivi D
In man, the disposition of Tacrolimus after intravenous infusion may be described as biphasic. In the systemic circulation, Tacrolimus binds strongly to erythrocytes munmg inan including ith
approximate 20:1 didrbution ratio of whole blood/plasma concentratons. In plasma, Tacrolimus is highly bound (> 98.8 %) to plasma profeins, mainly -acid - infarction,
glycoprotein. deep venous thrombosisinthe imb, shock (uncommon).
Tacrolimus in the body. The stead bascd on plasma 13 subjects). Comesponding inistrati den i i L disturbed
data based on whole blood averaged 47.6 liters. fail jittery feeling
Biotransformation thirst, fall ulcer, chest tightne 3 y rare).
“Tacrolimus is widely metabolized i the lver, primarily by the cylochrome P450-3Ad. Tacrolimus i also considerably metabolized in th inteStinal wall. There are several metabolies disorck i i e Tacrolims,
identified. Only one of these has been shown i vitro to ly weak or no i : Hepai function abnormali lardamage and hepatit y thrombosis,

o that of Tacrolimus. The other
Therefore,

activity. fTacrolimus,
Elimination
Tacrolimus is @ low-clearance substance. In healthy subjects, the average total body clearance (TBC) estimated from whole blood concentrations was 2.25 . In adult liver, kidney and

failure, bile duct
Dy

- Psychiatric disorders: Insomnia (very common); anxiety symptoms, confusion and disorientation, depression and depressed mood, mood disorders and disturbances, nightmare,

heart transplant patient, values of 4.1 Uh, 6.7 U and 3.9 Vh, respectvely, have been observed. Pediatric liver transplant recipients have a TBC approximtely twice that of adul liver (uncommon).
fTacrolimus, o are DOSAGE AND ADMINISTRATION
for the higher ograt therap adeg
“Tacrol themean i hours itaveraged r
1.7 hours and 12.4 hours, respectivel ith 15,6 hours in the shorter in transplant
recipients. General considerations
Following infravenous and oral adminiétration of “C-abeled Tacrolimus, most of v inthe f 2% of the radioactivity was eliminated in ®
the urine Less than 1 % of unchanged Tacrolimus was detected in the urine and feces,indicating that Tacrolimus s almost completely metabolized prior to climination: Bie being the incach by blood alteration of
principal route of elimination. In gencral, dosing may ifnccessary, e
INDICATIONS with other i “The Tacrograf y
Tecrograf® is indicated isof joction inliver, kidney or Method of adrminisration
It indic to treatment with other C f The
CONTRAINDICATIONS ).
- Hypersensiivity to Tacrolimus or other macrolides. c ini atlast | hour before or 2 to 3 hours afier a meal, 0 achieve maximal absorption.
- Hypersensiivity o any of the excipients Durationof dosing
PRECAUTIONS ejection nolimit therapy c:
- formulaton or the Liver
o - l’mphylmxl: of transplant rejection — adus: Oral Tacrograf® therapy should commence at 0.10 - 0.20 mghkg/day administered as two divided doses (e.g. moming and evening).
systemic exposure to Tacrolimus i maintained. ly 12 hours afer Py
- During the iniial post-transplant period, monitoring of the following parametes should be undertaken on a routine bsis: Blood pressure, ECG, neurological and visual Slatus, iting - Prophylaxis of hilds
ndrenal - e et g poftmept period in aduts and children: Tacmgnf‘ doses are usually reduced i the posktransplant peiod. i possble in some cascs o withdraw
leading to Tacrograf® w alter
oriconazole, itraconazok may necessitate futher
OFCYPIA (sch s rfpin, ibbutin) - v being combined wilh Tacolmus, Tcrlius blood evels shoud b moniored st the Tocroimus dos 8 apropese inocer 0 s and children: Inereased Tacrograf® emental fshort courses of lyclonal been
itz similer Tacrolimus exposure. used i des. I signs of 2 10 be reduced.
- Horbal Johnis Wort i {aking Tacrolimus due to the isk of nteractons that lead to a decrease in both blood For conversion o Tacrograf®, begin initial oral P
concentrations mmemmpe.mc effect of Tacrolims Dosage recommendations - Kidney transplantation
- The combined Tacrolimus should be avoided and care should be taken when administering Tacrolimus to patients who have previously received - Prophylaxis of transplant rejection — adults: Oral Tacrograf® therapy should commence at 020 - 0.30 mgkgday adinistered as two divided doses (e.g. moming and evening).
cyclosporine. i 24 hours after Furgery.
- Hi p be avoided. - Prophylaxis of transplant rej children: An initial oral d
-C imus wi these efects. - Dose adjustment during post-ransplant period i adults and children: Tacrograf® doses are usually reduced in the post-ransplant perod. I s possibl in some cases to withdraw

- Immunosuppressanis may affet the response {0 vaccination and vaccination during treatment with Tacrolimus may be less effective. The use of live attenuated vaceines should be
avoided.

concomitant immunosuppressive therapy, leading to Tacrograf” -based dual therapy. Posttransplant improvement in the condition of the patient may aler the phammacokinetics of
“Tacrograf and may necessitate further dose adjustments

levels of Tacrolimus in 4 Fdianhea Increased Tacrograf® doses, supplemental i hort courses of lyclonalanti been
- Cardiae di ntrcular hypertrophy or hypertrop o i ions. Mo cases Ifsigns of Tacrograf
Other o Tacrograf®, reatment P
therisk of hypertension, renal infections, luid overload, and edema. Accordingly, Dosage recommendations - Heart iransplaniaion
b ptes. pam:ulml) young cildrn and those receiving subSlantal immunosuppresion should be monitoed. sing such procedures s eehocardiography or ECG pre- and - Prophylaxis of ransplant dults: Tacrograf*can be used wi i delayed start of Tacrograf* therapy) or alteratively in cinically Sable patints
9-12 months). F Tacrolimus,or change of treatment o another induction.

Shoukd b considered. Tcrolimusmayprlang th QT nervallut i e ks bl evidene for cusing e de i, Caion shoul b exenced i patns wih

diagnosed or suspected Congental Long QT Syndrome.

- Lymph proliferative disorders and malignancies: Patints treated with Tacrolimus have been reported to develop EBV-associated Iymphoproliferative disorders. Patients switched to

“Tacrolimus therapy should not receive ant-lymphocyte treatment concomitantly. Very young (<2 years), EBV-VCA-negativ children have been reported to have an increased risk of

developing lymphoproliferative disorders. Therefore,in this patient group, EBV-VCA serology should b ascetained before tarting treatment with Tacrolimus. During treatment, careful
EBV-PCT

Following antibody induction, oral Tacrograf® therapy should commence at a dose of 0.075 mg/ke/day administered as two divided doses (c.g. moming and evening). Administration
mys affer i

Tacrogral i in 12
reraldysfunton). In o, an il orl Tarogaf doseof2 -4 per oy was s ncombition with mycophenole mofel nd oricodnoids or i cobination vilh
sirolimus and cortcosteroids.

Positive EBV-PCR may persist indicative of tymp hildren: g anti  if Tacrograf® therapy s init i50.10-0.
‘Aswith other potent therisk ofs s unknoy s two divided doses (¢.¢. moming and evening).
As with other immunosuppressive agents, owing 10 the potental risk of changes, exposure duv limited by wearing period Tacrogaf P
using a sunscreen with  high protection factor
Paticnts treated incl increased risk fc 1, fungal, viral and protozoal). Among BK ults and children: Increased TncmgaF’ il ,and i f fyclonal been
ic i ). i Tdcmgmt“ aninital oral dose of 0.15 i "
i ideri i Tecrograf*, an 0-0.
Patients trated with Tacrolimus have been reported to develop posteior If patents taking Tacro twith symptoms indicating D Rejection therapy other allog
PRES such as headache,alered mental status, 1 disturba IfPRES is diagnosed, pancrea: i Tacrogs
i Most after I oral dose of 0.10- .15 mghg/day. N i J oral dose of O ini inital oral dose of 0.3 mg/kgday.
PRA) D
D  in pat impairment - Hepatic impairment: iy v in pat pai in order to maintain the Tacrograf® blood trough levels within the recommended target
- o the L range.
product. - Renal impairmen: As the pharmacokinetics of Tacrograf®are unaffected by renal functon, is required. However, owing to the nepl potential of Tacrograf®
Abiltytodrive and use machines Jculation of urine output)
i disturbances. This effect i “Tacrolimus - Race: In comparison to Caucasians, black  reqy e trough levl
~Gender: Th mal rough levels
PREGNANCY AND LACTATION jents: 1 1% -2 times higher than theadult doses to achieve similar blood lvels,
data show th Limited data ‘an increased risk of the d - pat patients.
y i To date, no other e i - Conversion “are should o Tacrograf®based therapy. The combined administration of cyclosporine and
it justf tothe fetus. In case o in utero exposure, monitoring ofthe Tacrograf® s not recommended. Tacrograf therapy should be initiated afier considering eyelosporine blood concentrations and the clinical condition of the patint. Dosing should be
newbom “Tacrol i 3 There i 123 delayed in the presence of elevated cyclosporine blood levels. In practice, Tacrograf® therapy has been initaed 12 - 24 hours afier discontinuation of cyclosporine. Monitoring of
births, . 53.7%: h it i fortheir s a 111 beaffected

‘neonates, .. 7.2%), which, doses which toxicity.
Human data demonsirte that Tecrolimus is excreted into breast milk. As derimental efects on the newbom cannot be excluded, women should not brest-feed whils receiving
Tacrolimus.

- rograf® rougr
monitoring.
As an aid to optimize dosing, several immunoassays are available for determining Tacrograf® concentations in whole blood including a semi-automated microparticle enzyme

fertiliy inthe form. immunoassay (MEIA). Comparisons of concentrations from the published lterature to individual values in clinical practice should be assessed with care and knowledge of the assay
DRUG INTERACTIONS practi Y
Systemically available Tacrolimus is metabolized by hepatic CYP3A4. There is also evidence of gastrointestinal metabolism by CYP3AA in the intestinal wall. Concomitant use of Tacrograf” . blood trough ly 12 hours postd
substances known to inhibit or induce CYP3A4 may affect the metabolism of Tacrolimus and thereby increase or decrease Tacrolimus blood levels. It is to monitor justprior “The frequency of blood it be based s Tacrograf® ith i

CYP3A4 metabol i Tacrol f regimen may take several d inblood levels . Blood trough level twice weekly during the carly p
te i " o N or
Cyp3ad increased level il s
~Cl s i fluconazol Clini that the majority of patients can managed if Tacrograf®! below 20 ng/ml. It s necessary to consider the
i voriconazole, i HIV protease inhibitors (e.g ritonavin). C of requi Tacrolimus fihe patient 1
i bi In chnlca] practice, whole b\ood mmgh Tevels have gmmuv becn in the range 5~ 20 ng/ml in liver transplant recpients and 10~ zn ngimlin kidney and heart ransplant patiets in the

of metabolism.
- Weaker interactions have been observed with clotrimazole, clarithromycin, josamycin, nifedipine, nicardipine, diltiazem, verapail, danazol, ethinylestradiol, omeprazole and OVERDOSAGE
nefazodk per dosage is limited. headache, nausea and vomiting, infections, urticaria,

jone.
- In vitro the following substances have been shown o be potential inhibitors of Tacrolimus metabolism: Bromocriptine, cortisone, dapsone, ergotamine, gestodene, lidocaine,
‘mephenytoin, miconazole, midazolam, nilvadipin quiidine, tamoxifen,

- Grapefiuit juice has been reported 10 level of L potenally inhibit CYP3Ad-mediated
‘metabolism of increa

Other leading to increased levels

- for NSAID,
oral anticoagulants, or oral anti-diabetics).

- Other potential interactions that may  increase systemic exposure of Tacrolimus. include. prokinetic agents (such as metoclopramide and cisapride), cimetidine and
‘magnesium-luminum-hydroxide.

level
- Strong interacions have been observed with rifampicin, phenytoin or . Johs Wort (Hypericum perforatum) which may require inreased Tacrolimus doses in almst al patints
Clinically levels.

High i i i decrease Tacrolimus blood level
- Carbamazepinc, o decrease’
Effectof T

~ Tacrolimus is a known CYP3A4 inhibitor; thus concomitant use of Tacrolinmus with medicinal products known to be metabolized by CYP3A4 may affect the metabolism of such

medicinal products.

 The e ofcylosporine i proonged e Tactolimus i ivn conconinly. I aion, syneriSicaidve ephoton ffets can o or these reasons, e combined
f sh be taken

~Tarolimus has been shown 10 increase the blood eve of phenytoin.
- As Tacrolimus may Seroid-based i o
e,

particular care should be exercised when deciding upon contraceptive

olTamhmus

is available.

‘with very high plasma levels, hemofitration or diaflration have been effective i reducing toxic concentrations.In cases of oral intoxication, gaslric lavage andior the use of adsorbens
h ,if

STORAGE CONDITIONS
Store below 25°

Keep i original pack n itact conditios.
Date of revision: November 2012.

‘Thisis a medicament

contrary to inlructionsis dangerous for you
- Follow siictly the doctor's prescription,the method of use, and the
indiructions of the phamacst who sold the medicament

~The doctor

~Donot by yoursefintermupt theperod of treatment prescribed fo you
Do

- Medicament: keep out of reach ofchildren
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