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Prophylaxis of organ rejection in kidney, liver, heart allogenic transplants in conjunction with corticosteroids.
May also be used in the treatment of chronic rejection in patients previously treated with other

immunosuppressive agents.
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4.8 Undesirable effects
Table 2: Adverse drug reactions from clinical trials

Ear and labyrinth disorders
Not known* Hearing impairment”

*Adverse events reported from post marketing experience where the ADR frequency is not known due to the
lack of a real denominator.
“Hearing impairment has been reported in the post-marketing phase in patients with high levels of ciclosporin.
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1 NAME OF THE MEDICINAL PRODUCT
SANDIMMUN® Concentrate for Infusion.
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

The concentrate for solution for infusion contains 50 mg/ml. Each ampoule of 5 ml contains 250 mg of
ciclosporin.

Excipients with known effect:

Ethanol 94% w/w: 278 mg/ml. Sandimmun 50 mg/ml concentrate for solution for infusion contains
around 34% v/v ethanol (27.8% m/v ethanol).

Polyoxyethylated 35 castor oil: 650 mg/ml.

For the full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Solution for infusion

Clear, brown-yellow oleaginous concentrate to be diluted before parenteral administration.
4 CLINICAL PARTICULARS

4.1 Therapeutic indications

Prophylaxis of organ rejection in kidney, liver, heart allogenic transplants in conjunction with
corticosteroids. May also be used in the treatment of chronic rejection in patients previously treated with
other immunosuppressive agents.

Bone marrow transplantation

4.2 Posology and method of administration

Posology

In transplant patients routine monitoring of ciclosporin blood levels is required to avoid adverse effects
due to high levels and to prevent organ rejection due to low levels (see section 4.4 Special warnings and
precautions for use).

Transplantation
Solid organ transplantation

Treatment with Sandimmun concentrate for infusion should be initiated within 12 hours before surgery at
a dose of 3 to 5 mg/kg. This dose should be maintained as the daily dose for 1 to 2 weeks post-
operatively before being gradually reduced in accordance with blood levels until a maintenance dose of
about 0.7 to 2 mg/kg given in 2 divided doses is reached.

When Sandimmun concentrate for infusion is given with other immunosuppressants (e.g. with
corticosteroids or as part of a triple or quadruple drug therapy), lower doses (e.g. 1 to 2 mg/kg given in 2
divided doses for the initial treatment) may be used.

The recommended dose of Sandimmun concentrate for infusion is approximately one third of the
appropriate oral dose. It is recommended that patients be put on oral therapy as soon as possible.
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Bone marrow transplantation

The initial dose should be given on the day before transplantation. For the initiation of Sandimmun
therapy the preferred route of administration is by intravenous infusion. The recommended i.v. dose is 3
to 5 mg/kg per day. Infusion is continued at this dose level during the immediate post-transplant period of
up to 2 weeks, before a change is made to oral maintenance therapy.

Maintenance treatment should be continued for at least 3 months (and preferably for 6 months) before the
dose is gradually decreased to zero by 1 year after transplantation. Continuation of ciclosporin treatment
via i.v. therapy may be necessary in the presence of oral ciclosporin induced gastrointestinal disturbances
which might decrease drug absorption.

In some patients, GVHD occurs after discontinuation of ciclosporin treatment, but usually responds
favorably to re-introduction of therapy. In such cases, an initial oral loading dose of 10 to 12.5 mg/kg
should be given, followed by daily oral administration of the maintenance dose previously found to be
satisfactory. Low doses of ciclosporin should be used to treat mild, chronic GVHD.

Special populations

Patients with renal impairment

Ciclosporin undergoes minimal renal elimination and its pharmacokinetics is not affected by renal
impairment (see section 5.2). However, due to its nephrotoxic potential (see section 4.8), a careful
monitoring of renal function is recommended (see section 4.4).

Patients with hepatic impairment

Ciclosporin is extensively metabolised by the liver. The terminal half-life varied between 6.3 hours in
healthy volunteers to 20.4 hours in severe liver patients (see section 5.2). Dose reduction may be
necessary in patients with severe liver impairment to maintain blood levels within the recommended
target range (see sections 4.4 and 5.2).

Paediatric population

Experience with ciclosporin in children is still limited. However, children from 1 year of age have
received Sandimmun in standard dosage with no particular problems. In several studies, pediatric patients
required and tolerated higher doses of ciclosporin per kg body weight than those used in adults.

Elderly population (age 65 years and above)
Experience with ciclosporin in the elderly is limited, but no particular problems have been reported
following the use of the drug at the recommended dose.

In rheumatoid arthritis clinical trials with oral ciclosporin, 17.5% of patients were aged 65 or older.
These patients were more likely to develop systolic hypertension on therapy, and more likely to show
serum creatinine rises > 50% above the baseline after 3-4 months of therapy.

Clinical studies of Neoral in transplant and psoriasis patients did not include a sufficient number of
subjects aged 65 and over to determine whether they respond differently from younger subjects. Other
reported clinical experiences have not identified differences in response between the elderly and younger
patients. In general, dose selection for an elderly patient should be cautious, usually starting at the low
end of the dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function,
and of concomitant disease or other drug therapy.

Method of administration
Intravenous administration.

Because of the risk of anaphylaxis (see section 4.4) the use of Sandimmun concentrate for infusion
should be reserved for organ transplant patients who are unable to take the medicinal product orally (e.g.
shortly after surgery), or in whom absorption of the oral forms might be impaired during episodes of
gastrointestinal disorders. In such cases, it is recommended to switch to oral administration as soon as



feasible. Another well-established use of the concentrate for infusion is the initial treatment of patients
undergoing bone marrow transplantation.

Precautions to be taken before handling or administering the medicinal product
For instructions on dilution of the medicinal product before administration, see section 6.6.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Combination with products containing Hypericum perforatum (St John’s Wort) (see section 4.5).

Combination with medicines that are substrates for the multidrug efflux transporter P-glycoprotein or the
organic anion transporter proteins (OATP) and for which elevated plasma concentrations are associated
with serious and/or life-threatening events, e.g. bosentan, dabigatran etexilate and aliskiren (see section
4.5).

4.4 Special warnings and precautions for use

Medical supervision

Sandimmun should be prescribed only by physicians who are experienced in immunosuppressive therapy
and can provide adequate follow-up, including regular full physical examination, measurement of blood
pressure and control of laboratory safety parameters. Transplantation patients receiving this medicinal
product should be managed in facilities with adequate laboratory and supportive medical resources. The
physician responsible for maintenance therapy should receive complete information for the follow-up of
the patient.

Polyoxyethylated castor oil and anaphylactoid reactions

Sandimmun concentrate for infusion contains polyoxyethylated castor oil, which has been reported to
cause anaphylactoid reactions following intravenous administration. These reactions can consist of
flushing of the face and upper thorax, and non-cardiogenic pulmonary oedema, with acute respiratory
distress, dyspnoea, wheezing, blood pressure changes and tachycardia. Special caution is therefore
necessary in patients who have previously received preparations containing polyoxyethylated castor oil
(e.g. a preparation containing Cremophor® EL) by intravenous injection or infusion, and in patients with
an allergic predisposition. Thus, patients receiving Sandimmun concentrate for infusion should be under
continuous observation for at least the first 30 minutes after the start of the infusion and at frequent
intervals thereafter. If anaphylaxis occurs, the infusion should be discontinued. An aqueous solution of
adrenaline 1:1000 and a source of oxygen should be available by the bedside. Prophylactic administration
of an antihistamine (H; + H blocker) prior to Sandimmun concentrate for infusion has also been
successfully employed to prevent the occurrence of anaphylactoid reactions.

Lymphomas and other malignancies

Like other immunosuppressants, ciclosporin increases the risk of developing lymphomas and other
malignancies, particularly those of the skin. The increased risk appears to be related to the degree and
duration of immunosuppression rather than to the use of specific agents.

A treatment regimen containing multiple immunosuppressants (including ciclosporin) should therefore be
used with caution as this could lead to lymphoproliferative disorders and solid organ tumours, some with
reported fatalities.

In view of the potential risk of skin malignancy, patients on Sandimmun, in particular those treated for
psoriasis or atopic dermatitis, should be warned to avoid excess unprotected sun exposure and should not
receive concomitant ultraviolet B irradiation or PUVA photochemotherapy.



Infections

Like other immunosuppressants, ciclosporin predisposes patients to the development of a variety of
bacterial, fungal, parasitic and viral infections, often with opportunistic pathogens. Activation of latent
polyomavirus infections that may lead to polyomavirus associated nephropathy (PVAN), especially to
BK virus nephropathy (BKVN), or to JC virus associated progressive multifocal leukoencephalopathy
(PML), have been observed in patients receiving ciclosporin. These conditions are often related to a high
total immunosuppressive burden and should be considered in the differential diagnosis in
immunosuppressed patients with deteriorating renal function or neurological symptoms. Serious and/or
fatal outcomes have been reported. Effective pre-emptive and therapeutic strategies should be employed,
particularly in patients on multiple long-term immunosuppressive therapy.

Renal toxicity
A frequent and potentially serious complication, an increase in serum creatinine and urea, may occur

during Sandimmun therapy. These functional changes are dose-dependent and are initially reversible,
usually responding to dose reduction. During long-term treatment, some patients may develop structural
changes in the kidney (e.g. interstitial fibrosis) which, in renal transplant patients, must be differentiated
from changes due to chronic rejection. Frequent monitoring of renal function is therefore required
according to local guidelines for the indication in question (see sections 4.2 and 4.8).

Hepatotoxicity
Sandimmun may also cause dose-dependent, reversible increases in serum bilirubin and in liver enzymes

(see section 4.8). There have been solicited and spontaneous reports of hepatotoxicity and liver injury
including cholestasis, jaundice, hepatitis and liver failure in patients treated with ciclosporin. Most
reports included patients with significant co-morbidities, underlying conditions and other confounding
factors including infectious complications and co-medications with hepatotoxic potential. In some cases,
mainly in transplant patients, fatal outcomes have been reported (see section 4.8). Close monitoring of
parameters that assess hepatic function is required and abnormal values may necessitate dose reduction
(see sections 4.2 and 5.2).

Elderly population (age 65 years and above)
In elderly patients, renal function should be monitored with particular care.

Monitoring ciclosporin levels (see section 4.2)

When Sandimmun is used in transplant patients, routine monitoring of ciclosporin blood levels is an
important safety measure. For monitoring ciclosporin levels in whole blood, a specific monoclonal
antibody (measurement of parent compound) is preferred; a high-performance liquid chromatography
(HPLC) method, which also measures the parent compound, can be used as well. If plasma or serum is
used, a standard separation protocol (time and temperature) should be followed. For the initial monitoring
of liver transplant patients, either the specific monoclonal antibody should be used, or parallel
measurements using both the specific monoclonal antibody and the non-specific monoclonal antibody
should be performed, to ensure a dosage that provides adequate immunosuppression.

Hypertension
Regular monitoring of blood pressure is required during Sandimmun therapy. If hypertension develops,

appropriate antihypertensive treatment must be instituted. Preference should be given to an
antihypertensive agent that does not interfere with the pharmacokinetics of ciclosporin, e.g. isradipine
(see section 4.5).

Blood lipids increased

Since Sandimmun has been reported to induce a reversible slight increase in blood lipids, it is advisable
to perform lipid determinations before treatment and after the first month of therapy. In the event of
increased lipids being found, restriction of dietary fat and, if appropriate, a dose reduction, should be
considered.




Hyperkalaemia
Ciclosporin enhances the risk of hyperkalaemia, especially in patients with renal dysfunction. Caution is

also required when ciclosporin is co-administered with potassium-sparing drugs (e.g. potassium-sparing
diuretics, angiotensin converting enzyme (ACE) inhibitors, angiotensin II receptor antagonists) or
potassium-containing medicinal products as well as in patients on a potassium rich diet. Control of
potassium levels in these situations is advisable.

Hypomagnesaemia

Ciclosporin enhances the clearance of magnesium. This can lead to symptomatic hypomagnesaemia,
especially in the peri-transplant period. Control of serum magnesium levels is therefore recommended in
the peri-transplant period, particularly in the presence of neurological symptom/signs. If considered
necessary, magnesium supplementation should be given.

Hyperuricaemia
Caution is required when treating patients with hyperuricaemia.

Live-attenuated vaccines
During treatment with ciclosporin, vaccination may be less effective. The use of live attenuated vaccines
should be avoided (see section 4.5).

Interactions

Caution should be observed when co-administering ciclosporin with drugs that substantially increase or
decrease ciclosporin plasma concentrations, through inhibition or induction of CYP3A4 and/or P-
glycoprotein (see section 4.5).

Renal toxicity should be monitored when initiating ciclosporin use together with active substances that
increase ciclosporin levels or with substances that exhibit nephrotoxic synergy (see section 4.5). The
clinical condition of the patient should be monitored closely. Monitoring of ciclosporin blood levels and
adjustment of the ciclosporin dose may be required.

Concomitant use of ciclosporin and tacrolimus should be avoided (see section 4.5).

Ciclosporin is an inhibitor of CYP3A4, the multidrug efflux transporter P-glycoprotein and organic anion
transporter proteins (OATP) and may increase plasma levels of co-medications that are substrates of this
enzyme and/or transporter. Caution should be observed while co-administering ciclosporin with such
drugs or concomitant use should be avoided (see section 4.5). Ciclosporin increases the exposure to
HMG-CoA reductase inhibitors (statins). When concurrently administered with ciclosporin, the dosage of
the statins should be reduced and concomitant use of certain statins should be avoided according to their
label recommendations. Statin therapy needs to be temporarily withheld or discontinued in patients with
signs and symptoms of myopathy or those with risk factors predisposing to severe renal injury, including
renal failure, secondary to rhabdomyolysis (see section 4.5).

Following concomitant administration of ciclosporin and lercanidipine, the AUC of lercanidipine was
increased three-fold and the AUC of ciclosporin was increased 21%. Therefore the simultaneous
combination of ciclosporin and lercanidipine should be avoided. Administration of ciclosporin 3 hours
after lercanidipine yielded no change of the lercanidipine AUC, but the ciclosporin AUC was increased
by 27%. This combination should therefore be given with caution with an interval of at least 3 hours.

Paediatric use in non-transplantation indications

Except for the treatment of nephrotic syndrome, there is no adequate experience available with
Sandimmun. Its use in children under 16 years of age for non-transplantation indications other than
nephrotic syndrome cannot be recommended.

Special excipients: Polyoxyethylated 35 castor oil
Sandimmun contains polyoxyethylated 35 castor oil, which may cause severe allergic reactions.




Special excipients: Ethanol

Sandimmun contains 278 mg of alcohol (ethanol) in each ml which is equivalent to 34.4% v/v. A 100 mg
dose of Sandimmun contains 556 mg ethanol, equivalent to nearly 14 ml beer or 6 ml wine. The small
amount of alcohol in this medicine will not have any noticeable effects.

4.5 Interaction with other medicinal products and other forms of interaction

Drug interactions
Of the many drugs reported to interact with ciclosporin, those for which the interactions are adequately
substantiated and considered to have clinical implications are listed below.

Various agents are known to either increase or decrease plasma or whole blood ciclosporin levels usually
by inhibition or induction of enzymes involved in the metabolism of ciclosporin, in particular CYP3A4.

Ciclosporin is also an inhibitor of CYP3A4, the multidrug efflux transporter P-glycoprotein and organic
anion transporter proteins (OATP) and may increase plasma levels of co-medications that are substrates
of this enzyme and/or transporters.

Medicinal products known to reduce or increase the bioavailability of ciclosporin: In transplant patients
frequent measurement of ciclosporin levels and, if necessary, ciclosporin dosage adjustment is required,
particularly during the introduction or withdrawal of the co-administered medication. In non-transplant
patients the relationship between blood level and clinical effects is less well established. If medicinal
products known to increase ciclosporin levels are given concomitantly, frequent assessment of renal
function and careful monitoring for ciclosporin-related side effects may be more appropriate than blood
level measurement.

Drugs that decrease ciclosporin levels

All inducers of CYP3A4 and/or P-glycoprotein are expected to decrease ciclosporin levels. Examples of
drugs that decrease ciclosporin levels are:

Barbiturates, carbamazepine, oxcarbazepine, phenytoin, nafcillin, intravenous sulfadimidine, probucol,
orlistat, hypericum perforatum (St. John’s wort), ticlopidine, sulfinpyrazone, terbinafine, bosentan.

Products containing Hypericum perforatum (St John’s Wort) must not be used concomitantly with
Sandimmun due to the risk of decreased blood levels of ciclosporin and thereby reduced effect (see
section 4.3).

Rifampicin induces ciclosporin intestinal and liver metabolism. Ciclosporin doses may need to be
increased 3- to 5-fold during co-administration.

Octreotide decreases oral absorption of ciclosporin and a 50% increase in the ciclosporin dose or a switch
to intravenous administration could be necessary.

Drugs that increase ciclosporin levels

All inhibitors of CYP3A4 and/or P-glycoprotein may lead to increased levels of cyclosporine. Examples
are:

Nicardipine, metoclopramide, oral contraceptives, methylprednisolone (high dose), allopurinol, cholic
acid and derivatives, protease inhibitors, imatinib, colchicine, nefazodone.

Macrolide antibiotics: Erythromycin can increase ciclosporin exposure 4- to 7-fold, sometimes resulting
in nephrotoxicity. Clarithromycin has been reported to double the exposure of ciclosporin. Azitromycin
increases ciclosporin levels by around 20%.

Azole antimycotics : Ketoconazole, fluconazole, itraconazole and voriconazole could more than double
ciclosporin exposure.

Verapamil increases ciclosporin blood concentrations 2- to 3-fold.



Co-administration with telaprevir resulted in approximately 4.64- fold increase in ciclosporin dose
normalised exposure (AUC).

Amiodarone substantially increases the plasma ciclosporin concentration concurrently with an increase in
serum creatinine. This interaction can occur for a long time after withdrawal of amiodarone, due to its
very long half-life (about 50 days).

Danazol has been reported to increase ciclosporin blood concentrations by approximately 50%.
Diltiazem (at doses of 90 mg/day) can increase ciclosporin plasma concentrations by up to 50%.
Imatinib could increase ciclosporin exposure and Cpax by around 20%.

Cannabidiol (P-gp inhibitor): There have been reports of increased blood levels of another calcineurin
inhibitor during concomitant use with cannabidiol. This interaction may occur due to inhibition of
intestinal P-glycoprotein efflux, leading to increased bioavailability of the calcineurin inhibitor.
Ciclosporin and cannabidiol should therefore be co-administered with caution, closely monitoring for
side effects. In transplant recipients, monitor ciclosporin whole blood trough concentrations and adjust
the ciclosporin dose if needed. In non-transplant patients, monitoring of ciclosporin blood levels, with
dose adjustment if needed, should be considered (see sections 4.2 and 4.4).

Food interactions
The concomitant intake of grapefruit and grapefruit juice has been reported to increase the bioavailability
of ciclosporin.

Combinations with increased risk for nephrotoxicity

Care should be taken when using ciclosporin together with other active substances that exhibit
nephrotoxic synergy such as: aminoglycosides (including gentamycin, tobramycin), amphotericin B,
ciprofloxacin, vancomycin, trimethoprim (+ sulfamethoxazole); fibric acid derivatives (e.g. bezafibrate,
fenofibrate); NSAIDs (including diclofenac, naproxen, sulindac); melphalan histamine H>-receptor
antagonists (e.g. cimetidine, ranitidine); methotrexate (see section 4.4).

During the concomitant use of a drug that may exhibit nephrotoxic synergy, close monitoring of renal
function should be performed. If a significant impairment of renal function occurs, the dosage of the co-
administered medicinal product should be reduced or alternative treatment considered.

Concomitant use of ciclosporin and tacrolimus should be avoided due to the risk for nephrotoxicity and
pharmacokinetic interaction via CYP3A4 and/or P-gp (see section 4.4).

Impact of DAA therapy

The pharmacokinetics of ciclosporin may be impacted by changes in liver function during DAA therapy,
related to clearance of HCV virus. A close monitoring and potential dose adjustment of ciclosporin is
warranted to ensure continued efficacy.

Effects of ciclosporin on other drugs

Ciclosporin is an inhibitor of CYP3A4, the multidrug efflux transporter P-glycoprotein (P-gp) and
organic anion transporter proteins (OATP). Co-administration of drugs that are substrates of CYP3A4, P-
gp and OATP with ciclosporin may increase plasma levels of co-medications that are substrates of this
enzyme and/or transporter.

Some examples are listed below:
Ciclosporin may reduce the clearance of digoxin, colchicine, HMG-CoA reductase inhibitors (statins)
and etoposide.



If any of these drugs are used concurrently with ciclosporin, close clinical observation is required in
order to enable early detection of toxic manifestations of the medicinal products, followed by reduction
of its dosage or its withdrawal. When concurrently administered with ciclosporin, the dosage of the
statins should be reduced and concomitant use of certain statins should be avoided according to their
label recommendations. Exposure changes of commonly used statins with ciclosporin are summarised in
Table 1. Statin therapy needs to be temporarily withheld or discontinued in patients with signs and
symptoms of myopathy or those with risk factors predisposing to severe renal injury, including renal
failure, secondary to rhabdomyolysis.

Table 1 Summary of exposure changes of commonly used statins with ciclosporin

Statin Doses available Fold change in
exposure with
ciclosporin

Atorvastatin 10-80 mg 8-10

Simvastatin 10-80 mg 6-8

Fluvastatin 20-80 mg 2-4

Lovastatin 20-40 mg 5-8

Pravastatin 20-80 mg 5-10

Rosuvastatin 5-40 mg 5-10

Pitavastatin 1-4 mg 4-6

Caution is recommended when co-administering ciclosporin with lercanidipine (see section 4.4).

Following concomitant administration of ciclosporin and aliskiren, a P-gp substrate, the Cmax of aliskiren
was increased approximately 2.5-fold and the AUC approximately 5-fold. However, the pharmacokinetic
profile of ciclosporin was not significantly altered. Co-administration of ciclosporin and aliskiren is not
recommended (see section 4.3).

Concomitant administration of dabigatran extexilate is not recommended due to the P-gp inhibitory
activity of ciclosporin (see section 4.3).

The concurrent administration of nifedipine with ciclosporin may result in an increased rate of gingival
hyperplasia compared with that observed when ciclosporin is given alone.

The concomitant use of diclofenac and ciclosporin has been found to result in a significant increase in the
bioavailability of diclofenac, with the possible consequence of reversible renal function impairment. The
increase in the bioavailability of diclofenac is most probably caused by a reduction of its high first-pass
effect. If NSAIDs with a low first-pass effect (e.g. acetylsalicylic acid) are given together with
ciclosporin, no increase in their bioavailability is to be expected.

Elevations in serum creatinine were observed in the studies using everolimus or sirolimus in combination
with full-dose ciclosporin for microemulsion. This effect is often reversible with ciclosporin dose
reduction. Everolimus and sirolimus had only a minor influence on ciclosporin pharmacokinetics. Co-
administration of ciclosporin significantly increases blood levels of everolimus and sirolimus.

Caution is required with concomitant use of potassium-sparing medicinal products (e.g. potassium-
sparing diuretics, ACE inhibitors, angiotensin Il receptor antagonists) or potassium-containing
medicinal products since they may lead to significant increases in serum potassium (see section 4.4).

Ciclosporin may increase the plasma concentrations of repaglinide and thereby increase the risk of
hypoglycaemia.

Co-administration of bosentan and ciclosporin in healthy volunteers increases the bosentan exposure
several-fold and there was a 35% decrease in ciclosporin exposure. Co-administration of ciclosporin with



bosentan is not recommended (see above subsection “Drugs that decrease ciclosporin levels” and section
4.3).

Multiple dose administration of ambrisentan and ciclosporin in healthy volunteers resulted in an
approximately 2-fold increase in ambrisentan exposure, while the ciclosporin exposure was marginally
increased (approximately 10%).

A significantly increased exposure to anthracycline antibiotics (e.g. doxorubicine, mitoxanthrone,
daunorubicine) was observed in oncology patients with the intravenous co-administration of
anthracycline antibiotics and very high doses of ciclosporin.

During treatment with ciclosporin, vaccination may be less effective and the use of live attenuated
vaccines should be avoided.

Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Pregnancy
Animal studies have shown reproductive toxicity in rats and rabbits.

Experience with Sandimmun in pregnant women is limited. Pregnant women receiving
immunosuppressive therapies after transplantation, including ciclosporin and ciclosporin-containing
regimens, are at risk of premature delivery (<37 weeks).

A limited number of observations in children exposed to ciclosporin in utero are available, up to an age
of approximately 7 years. Renal function and blood pressure in these children were normal. However,
there are no adequate and well-controlled studies in pregnant women and therefore Sandimmun should
not be used during pregnancy unless the potential benefit to the mother justifies the potential risk to the
foetus. The ethanol content of the Sandimmun formulations should also be taken into account in pregnant
women (see section 4.4).

Breast-feeding
Ciclosporin passes into breast milk. The ethanol content of the Sandimmun formulations should also be

taken into account in women who are breast-feeding (see section 4.4). Mothers receiving treatment with
Sandimmun should not breast-feed because of the potential of Sandimmun to cause serious adverse drug
reactions in breast-fed newborns/infants. A decision should be made whether to abstain from breast-
feeding or to abstain from using the medicinal drug, taking into account the importance of the medicinal
product to the mother.

Fertility

There is limited data on the effect of Sandimmun on human fertility (see section 5.3).

4.7 Effects on ability to drive and use machines

No data exist on the effects of Sandimmun on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

The principal adverse reactions observed in clinical trials and associated with the administration of

ciclosporin include renal dysfunction, tremor, hirsutism, hypertension, diarrhoea, anorexia, nausea and
vomiting.




Many side effects associated with ciclosporin therapy are dose-dependent and responsive to dose
reduction. In the various indications the overall spectrum of side effects is essentially the same; there are,
however, differences in incidence and severity. As a consequence of the higher initial doses and longer
maintenance therapy required after transplantation, side effects are more frequent and usually more
severe in transplant patients than in patients treated for other indications.

Anaphylactoid reactions have been observed following intravenous administration (see section 4.4).

Infections and infestations

Patients receiving immunosuppressive therapies, including ciclosporin and ciclosporin-containing
regimens, are at increased risk of infections (viral, bacterial, fungal, parasitic) (see section 4.4). Both
generalised and localised infections can occur. Pre-existing infections may also be aggravated and
reactivation of polyomavirus infections may lead to polyomavirus-associated nephropathy (PVAN) or to
JC virus associated progressive multifocal leukopathy (PML). Serious and/or fatal outcomes have been
reported.

Neoplasms benign, malignant and unspecified (including cysts and polyps)

Patients receiving immunosuppressive therapies, including ciclosporin and ciclosporin containing
regimens, are at increased risk of developing lymphomas or lymphoproliferative disorders and other
malignancies, particularly of the skin. The frequency of malignancies increases with the intensity and
duration of therapy (see section 4.4). Some malignancies may be fatal.

Tabulated summary of adverse drug reactions from clinical trials

Adverse drug reactions from clinical trials (Table 2) are listed by MedDRA system organ class. Within
each system organ class, the adverse drug reactions are ranked by frequency, with the most frequent
reactions first. Within each frequency grouping, adverse drug reactions are presented in order of
decreasing seriousness. In addition the corresponding frequency category for each adverse drug reaction
is based on the following convention (CIOMS III): very common (>1/10); common (>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).

Table 2: Adverse drug reactions from clinical trials
Blood and lymphatic system disorders

Common Leucopenia

Uncommon Thrombocytopenia, anaemia

Rare Haemolytic uraemic syndrome, microangiopathic haemolytic anaemia
Not known* Thrombotic microangiopathy, thrombotic thrombocytopenic purpura
Metabolism and nutrition disorders

Very common Hyperlipidaemia

Common Hyperglycaemia, anorexia, hyperuricaemia, hyperkalaemia, hypomagnesaemia
Nervous system disorders

Very common Tremor, headache

Common Convulsions, paraesthesia

Uncommon Encephalopathy including Posterior Reversible Encephalopathy Syndrome

(PRES), signs and symptoms such as convulsions, confusion, disorientation,
decreased responsiveness, agitation, insomnia, visual disturbances, cortical
blindness, coma, paresis and cerebellar ataxia

Rare Motor polyneuropathy

Very rare Optic disc oedema, including papilloedema, with possible visual impairment
secondary to benign intracranial hypertension

Not known* Migraine

Ear and labyrinth disorders

Not known* Hearing impairment”

Vascular disorders

Very common Hypertension (see section 4.4)

Common Flushing
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Gastrointestinal disorders

Common Nausea, vomiting, abdominal discomfort/pain, diarrhoea, gingival hyperplasia,
peptic ulcer

Rare Pancreatitis

Hepatobiliary disorders

Common Hepatic function abnormal (see section 4.4)

Not known* Hepatotoxicity and liver injury including cholestasis, jaundice, hepatitis and liver

failure with some fatal outcome (see section 4.4)
Skin and subcutaneous tissue disorders

Very common Hirsutism

Common Acne, hypertrichosis

Uncommon Allergic rashes

Musculoskeletal and connective tissue disorders
Common Myalgia, muscle cramps

Rare Muscle weakness, myopathy

Not known* Pain of lower extremities

Renal and urinary disorders

Very common Renal dysfunction (see section 4.4)
Reproductive system and breast disorders

Rare Menstrual disturbances, gynaecomastia
General disorders and administration site conditions
Common Pyrexia, fatigue

Uncommon Oedema, weight increase

* Adverse events reported from post marketing experience where the ADR frequency is not known due
to the lack of a real denominator.

*Hearing impairment has been reported in the post-marketing phase in patients with high levels of
ciclosporin.

Other adverse drug reactions from post-marketing experience

There have been solicited and spontaneous reports of hepatotoxicity and liver injury including
cholestasis, jaundice hepatitis and liver failure in patients treated with ciclosporin. Most reports included
patients with significant co-morbidities, underlying conditions and other confounding factors including
infectious complications and co-medications with hepatotoxic potential. In some cases, mainly in
transplant patients, fatal outcomes have been reported (see section 4.4).

Acute and chronic nephrotoxicity

Patients receiving calcineurin inhibitor (CNI) therapies, including ciclosporin and ciclosporin-containing
regimens, are at increased risk of acute or chronic nephrotoxicity. There have been reports from clinical
trials and from the post-marketing setting associated with the use of Sandimmun. Cases of acute
nephrotoxicity reported disorders of ion homeostasis, such as hyperkalaemia, hypomagnesaemia, and
hyperuricaemia. Cases reporting chronic morphological changes included arteriolar hyalinosis, tubular
atrophy and interstitial fibrosis (see section 4.4).

Pain of lower extremities
Isolated cases of pain of lower extremities have been reported in association with ciclosporin. Pain of
lower extremities has also been noted as part of Calcineurin-Inhibitor Induced Pain Syndrome (CIPS).

Paediatric population
Clinical studies have included children from 1 year of age using standard ciclosporin dosage with a
comparable safety profile to adults.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorization of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product.

1"



Any suspected adverse events should be reported to the Ministry of Health according to the National
Regulation by using an online form https://sideeffects.health.gov.il

4.9 Overdose

The oral LDso of ciclosporin is 2,329 mg/kg in mice, 1,480 mg/kg in rats and > 1,000 mg/kg in rabbits.
The intravenous LDs is 148 mg/kg in mice, 104 mg/kg in rats, and 46 mg/kg in rabbits.

Symptoms
Experience with acute overdosage of ciclosporin is limited. Oral doses of ciclosporin of up to 10 g (about

150 mg/kg) have been tolerated with relatively minor clinical consequences, such as vomiting,
drowsiness, headache, tachycardia and in a few patients moderately severe, reversible impairment of
renal function. However, serious symptoms of intoxication have been reported following accidental
parenteral overdosage with ciclosporin in premature neonates.

Treatment

In all cases of overdosage, general supportive measures should be followed and symptomatic treatment
applied. Forced emesis and gastric lavage may be of value within the first few hours after oral intake.
Ciclosporin is not dialysable to any great extent, nor is it well cleared by charcoal haemoperfusion.

5 PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Immunosuppressive agents, calcineurin inhibitors, ATC code: L0O4ADO1

Ciclosporin (also known as ciclosporin A) is a cyclic polypeptide consisting of 11 amino acids. It is a
potent immunosuppressive agent, which in animals prolongs survival of allogeneic transplants of skin,
heart, kidney, pancreas, bone marrow, small intestine or lung. Studies suggest that ciclosporin inhibits the
development of cell-mediated reactions, including allograft immunity, delayed cutaneous
hypersensitivity, experimental allergic encephalomyelitis, Freund's adjuvant arthritis, graft-versus-host
disease (GVHD), and also T-cell dependent antibody production. At the cellular level it inhibits
production and release of lymphokines including interleukin 2 (T-cell growth factor, TCGF). Ciclosporin
appears to block the resting lymphocytes in the Gy or G| phase of the cell cycle, and inhibits the antigen-
triggered release of lymphokines by activated T-cells.

All available evidence suggests that ciclosporin acts specifically and reversibly on lymphocytes. Unlike
cytostatic agents, it does not depress haemopoiesis and has no effect on the function of phagocytic cells.

Successful solid organ and bone marrow transplantations have been performed in man using ciclosporin
to prevent and treat rejection and GVHD. Ciclosporin has been used successfully both in hepatitis C virus
(HCV) positive and HCV negative liver transplants recipients. Beneficial effects of ciclosporin therapy
have also been shown in a variety of conditions that are known, or may be considered to be of
autoimmune origin.

Paediatric population: Ciclosporin has been shown to be efficacious in steroid-dependent nephrotic
syndrome.

5.2 Pharmacokinetic properties

Distribution

Ciclosporin is distributed largely outside the blood volume, with an average apparent distribution volume
of 3.5 1/kg. In the blood, 33 to 47% is present in plasma, 4 to 9% in lymphocytes, 5 to 12% in
granulocytes, and 41 to 58% in erythrocytes. In plasma, approximately 90% is bound to proteins, mostly
lipoproteins.
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Biotransformation

Ciclosporin is extensively metabolised to approximately 15 metabolites. Metabolism mainly takes place
in the liver via cytochrome P450 3A4 (CYP3A4), and the main pathways of metabolism consist of mono-
and dihydroxylation and N-demethylation at various positions of the molecule. All metabolites identified
so far contain the intact peptide structure of the parent compound; some possess weak
immunosuppressive activity (up to one-tenth that of the unchanged drug).

Elimination

There is a high variability in the data reported on the terminal half-life of ciclosporin depending on the
assay applied and on the target population. The terminal half-life ranged from 6.3 hours in healthy
volunteers to 20.4 hours in patients with severe liver disease. Excretion is primarily biliary, with only 6%
of an oral dose excreted in the urine, and with less than 1% in the unchanged form (see sections 4.2 and
4.4). The elimination half-life in kidney-transplanted patients was approximately 11 hours, with a range
between 4 and 25 hours.

Special populations

Patients with renal impairment

In a study performed in patients with terminal renal failure, the systemic clearance was approximately
two thirds of the mean systemic clearance in patients with normally functioning kidneys. Less than 1% of
the administered dose is removed by dialysis.

Patients with hepatic impairment

An approximate 2- to 3-fold increase in ciclosporin exposure may be observed in patients with hepatic
impairment. In a study performed in severe liver disease patients with biopsy-proven cirrhosis, the
terminal half-life was 20.4 hours (range between 10.8 to 48.0 hours) compared to 7.4 to 11.0 hours in
healthy subjects.

Paediatric population

Pharmacokinetic data from paediatric patients given Sandimmun Neoral or Sandimmun are very limited.
In 15 renal transplant patients aged 3 -16 years, ciclosporin whole blood clearance after intravenous
administration of Sandimmun was 10.6+3.7 ml/min/kg (assay: Cyclo-trac specific RIA). In a study of

7 renal transplant patients aged 2-16 years, the ciclosporin clearance ranged from 9.8 to15.5 ml/min/kg.
In 9 liver transplant patients aged 0.65-6 years, clearance was 9.3+5.4 ml/min/kg (assay: HPLC). In
comparison to adult transplant populations, the differences in bioavailability between Sandimmun Neoral
and Sandimmun in paediatrics are comparable to those observed in adults.

5.3 Preclinical safety data

Ciclosporin gave no evidence of mutagenic or teratogenic effects in the standard test systems with oral
application (rats up to 17 mg/kg/day and rabbits up to 30 mg/kg/day orally). At toxic doses (rats at

30 mg/kg/day and rabbits at 100 mg/kg/day orally), ciclosporin was embryo- and foetotoxic as indicated
by increased prenatal and postnatal mortality, and reduced foetal weight together with related skeletal
retardations.

In two published research studies, rabbits exposed to ciclosporin in utero (10 mg/kg/day subcutaneously)
demonstrated reduced numbers of nephrons, renal hypertrophy, systemic hypertension, and progressive
renal insufficiency up to 35 weeks of age. Pregnant rats which received 12 mg/kg/day of ciclosporin
intravenously (twice the recommended human intravenous dose) had foetuses with an increased
incidence of ventricular septal defect. These findings have not been demonstrated in other species and
their relevance for humans is unknown. No impairment in fertility was demonstrated in studies in male
and female rats.

Ciclosporin was tested in a number of in vitro and in vivo tests for genotoxicity with no evidence for a
clincally relevant mutagenic potential.
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Carcinogenicity studies were carried out in male and female rats and mice. In the 78-week mouse study,
at doses of 1, 4, and 16 mg/kg/day, evidence of a statistically significant trend was found for lymphocytic
lymphomas in females, and the incidence of hepatocellular carcinomas in mid-dose males significantly
exceeded the control value. In the 24-month rat study conducted at 0.5, 2, and 8 mg/kg/day, pancreatic
islet cell adenomas significantly exceeded the control rate at the low dose level. The hepatocellular
carcinomas and pancreatic islet cell adenomas were not dose related.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Castor oil ,polyoxyethylated 35
Ethanol 94% w/w

6.2 Incompatibilities

Sandimmun concentrate for infusion contains polyoxyethylated 35 castor oil, which can cause phthalate
stripping from polyvinyl chloride. If available, glass containers should be used for infusion. Plastic
bottles should be used only if they conform to the requirements for “Sterile plastic containers for human
blood and blood components” or “Empty sterile containers of plasticised polyvinyl chloride for human
blood and blood components” of the current European Pharmacopoeia. Containers and stoppers should
be free of silicone oil and fatty substances.

6.3  Shelf life

The expiry date of the product is printed on the package materials

6.4 Special precautions for storage

Store below 30°C. Store in the original package. Once an ampoule has been opened, the contents should
be used immediately. Following dilution, the solution should be used immediately. If it is not used
immediately, the conditions and duration of storage are the responsibility of the user and storage should
not be longer than 24 hours at 2 to 8°C, unless dilution has been carried out under controlled and
validated aseptic conditions. Diluted infusion solutions must be discarded after 24 hours.

6.5 Nature and contents of container

Sandimmun Concentrate for Infusion is available in 5Sml uncoloured glass (type I) ampoules. Each pack
contains 10 ampules.

6.6 Special precautions for disposal and other handling
The concentrate should be diluted 1:20 to 1:100 with normal saline or 5% glucose, and given as a slow
intravenous infusion over approximately 2 to 6 hours. Diluted infusion solutions must be discarded after

24 hours.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

8. REGISTRATION HOLDER and IMPORTER:

Novartis Israel Ltd.
P.O.B 7126, Tel Aviv
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9. REGISTRATION NUMBER:
042-39-22691

Revised in February 2023 according to MoH guidelines.

15



1986 -17nYNN (029°YIN) DINPIIN MIPN 29 1998Y 119y

27292 RO OV 3 DY NPNYNI NN

9713/37350 ,5191193INY NN HDINN PAINTID

$92¥9 N
Ciclosporin 50 mg/ml 9713373713 50 PNIPIY

PYN 9Y VN YR NPDON NN 1) #GON YN 6 PI9 IR : PYINT DMINIYN) DY 1Y DIN
.2 77192 "NOYINM YW DX19IINN

, MO0 MONY TY ¥ ONX .NMINN DY STPNNN YN 5YON N NDY .N99NT WHRNYH D903 19D 1Y PHYN NN 1P¥a NP
DPYIN YN IN NOYIN IN 7D

NI DANN YD T9 NN ONXIDIN DNY P3N0 NOYY NN .OMINND NMN PIYN ONX . TNIY DIDVI NNHYI I NN
YT

1099900 NN Ny .1

PNADIPIN DHYAN IINT NN NP0 NI .IPTIONND NN NOMIN NN N OV 1IN OV

MDD MNIN NXIAPY NIV NAIND .(NPTINPNR) N PYA TIND NPT NINNN NDMIN DINOIN NININD NOMINNN
NN HY NOINN NN NANN NNNIND MYNYN DX NMININ .)PNDXNN NIIYN IRITH DY

LDTRNVDIPPLNP DY 21X 25 X T25,71P95 NONWYNA HNY NONT NYINY NTYPH NIINRTIO
22100 MDY MHNN NININA H2Y2 VLY DIDHIVH YNV DY NN NPNTA DIV DY YHYD MIVY NOINN
.DNY NN NONYN

TMNT NYNHN PIXRTIO .OXY NN NONWN D910 DN NNV INRD 912 NOINN NN MDY NYHYN PNINTID
INYIND 9NN NNIDPM YD1 19INIY DINDN DINN DY DMNNIND NDOYDA > HY DonY

NOXNN NIV ONITI :HONIIN ANNIP

NN WINIWN 2y .2

NPNY NPMIYY MIRNNN NN TN Y INN P70 XY . MTNVYN 1D DY XY OT DY P T2 DUPN NMOIXTID
.Y YV D951 Y5951 YINN 1N NMY

$ 19N WHRNYNY PN

$NDINA YNNYNY PN

N9INN NN YN DXIADNN 02359073 THN D37 IN DY IINY (MIION) ¥ NN DN @
VAV 123D NMINN DY DX23D0NN0 PON DY WD YT NPDY 97,7900 YR 6 P79 NNA)
.(ONNNY PP

.(Hypericum perforatum, St. John’s Wort) 0107999 D190 D901 DY PYOIN DY e

D7 OvIP NyNY wnawn) Dabigatran etexilate VYOPLN NIVIAT DIDINN DIPYOIN DY o
(M2 DT NS NNNaND DXwNPWN) (Aliskiren) PPN (Bosentan) J0IDI N (M) INND

TN DN .NDYIY 79 DY 9901 )INTIDI WHNYN YN, TPYY DOIN D0 1IININY DXV Nna
19NN NDOVI MY NPITN IN KNI DY To YY NNV NMVA

N9YINI WIIYH MHYIIN MTNII MININ

$ON 27991 19IN XYY 990 ,)I19INTIDA 519501 NN »9Y
Sy WAYNY DX NZIDY NOXNN NN NN ANITH POINRTIV )1 AND N DN P, Imo o v e
.DYN’12 DN TON N9
T2 NPYATO Y e

SAN CON APL Feb23 V4 Ref: UK PIL 09Jan23



SIS0 PPN NN NNYI MUY MPTO DT MPITIYSD TOU XNIN .NPIOINPYa o v e

NNNAND NN T NNY NWYY DT IDIND TOW DTN XN NN PITD TOW NOIN .M DT XN NNON NN @
STNNN 295 DTN NNY

NN T TN ,NDOID DPINN P9DIN TV NNY NWY TOY RANIN .TINI MM OMDN MNI oY e
ST NonUNn NN

DOTAMMD POUNMDI TO Y e
AOM) NTHPY TONN O e
Jonvaph oy e

19IND TOW NOYID T2 DY 99D ,)1INTIDA DIY0N THNNI N MY TOY YN DY DININNDN DIMYDNN TN IN THN ON
TN

$WRYN 291 NN YHAYH NN
S NMYN HY YLD TN, VIV MO NN TOV N0 NN NN )0 HY . TOW NOXNN NN NN NINITN NINTID
YNNI (UV) 5130 1I09IN NP Wnvn 9IRD NOYWNN NN 522300 70V .N9ndon NN

DRI PHTIVAINWIY e
M2 NND DTPN DY NP ON0N DOXPYOINI VTN IDOY e

$IMIINTIDA WINIYN 29V THVW NOYIN DY NNV
2IMOONI MDD MMUPH NPYATO PIINTO YV OX @
.MOADIN TO ¥ DN
L1257 YW NYOO NV 10 v DN
PPN NN ON
.M NN DN
S99 7N’ N9YINN DN

JYDINTION WIDIWN A TOW NI D HY 190 ,(MLA THNRY IN) TYY DN 197N DIPYDNN INY IN TAN DN
PP PV 22D 1N9INN HY DXDIINNN PN DY DIVN YR NPD NRD) 2INDON N9IIN 1T NNINY NI NN3
ONNN

139 MPrTa
$DINTIDA TV 919900 79113 NV

SPYTD POV RN

.N9NVN N2Y DN POV, 7993 1PNADITPISN MN9 NN

219°01 THNN2 YNNIV IDINDY DIV NPINN NAT Tov 840 §NY NN
STow MY 4257 PTIPON NN

7972 DMIYWA DN NN

STOW RN IR INY T N9IN TO NHYI MITH IR PNOIRTID NI 19N 22)0 NISDN MIRY T2 ¥ DN
1029320 021

D192 PWINTID DY 190 123D Hann PN DMP

:(NYYM DY 65 3) DIYWIVP

STV NPOON YTIPON NN VY THW NOIN .DOWYPR DITVNA PNINTID DY DINN )OO OO
$INNIN P2 MANH/NYPRIVIIN

159 99 990,090 290N DY RIY MM 5515 MINK MNIN NNPY HYYIN ,ANINRY NNPY DN IN NIV NHAN DN
:NINTID DIDVN TONNI IN MY NMININ NININD YD NNNX NN NPIY INN DX TN .NAPITY IN XYY

JPOUNODIN , POYN TMDIINT MNIN MDD YN NININ .TOY POYURD NINT DY WIUND NPIVY IWN TMININ @
SOV DTN DD AN NITNN WX MANIN 190D, POYN M MIN DOINYN 110N NNNYH NMININ

SAN CON APL Feb23 V4 Ref: UK PIL 09Jan23



TPNNNY DIPIAN NPYTAY,NNINN (DIITNNDY) NNADI , DI DIDNVY NYHWNI 13 NN .ORDPIVIVY @
NN (MTRIVDIND)
MY NI . THTI (PMIINRTID DY 99INN) PNODIDPIN NN NN TN IN MOYNY MDWYY IWWN NN @
INN MNTINA DIV DIPIDHN IN DIPINNN YN THTI PNIDVPIN NPT NN 71T
D) MPPVPDVIN : MITID TN MMIN . THTI PNODIVPIN NN NN MOYAY APIVY TIUNX MNIN - -
IN 2D NPYID MNINL(DNNPIVIN ,DITRNPIM) NPTV TH MANIN ,(PIMITIN IN PYIMIMIN
,(MYNA NPDANY WHYN) DHINTPIVA ,(PNINTPHIN ,DININIY PO TIPN ,DINOVIT) OT YN A
YD NNMIN,(DINMIN) PNTHYA DIDVY MMIN ,(NDY NPYIA DI190Y) DINIT ) 1PPN NYINY M)
DPVIN (DTN FVNINT MNDINN DY PN 19OV IRVIND Y20¥1D (NN 1IN IPVI) MPMIN
NN P2 WHYN) SPIaNIP L (C NaNsa DI1905) 29950 ,PNII0P (D911 IN MNP DI1900Y)
[(D>D1959921 N1V
MMNIN) DXVNVITIL : M YN NMIMIN . THTI PNIDITPOY NN DX DNNY NMIVY IWN MIN - -
POINTOPIN,(PRIVID IN PATNITP )Y DINNDN DX YT ,(NPY NNIVNID MYHYNHN
MYNYNRN NPHNIOVPDOIN MNIN, (YN DIPIPITINIII DIV IN DIIMIPRL DI190Y)
St. John’s Wort m5190 nPNNny Mayin,(Opwn NNNaNa NY»on ) VVDMINN ,NINYIA )IDVY
(JVLIDID) OTN NND NTNNY MNNDN MNIN,(NIY INKD YHYN) PTNOPOIV (D10 DIPIINN)
(D)M9XM NINNAN DY DINMINITA DIPVLY NUNWYNIY NINMIVI-PVIN NNIN) PANIIITIVI

,PH0VI) NPONITOVPDVIN MAIN : MIID VN MNIN .TOW NPYIN LY WAUND NPIYY IWUN MYIN e
YN INYN 15972 OMINTD MAIN LB PImManN MmNy nPIva T Main,(PIOPIZIMN  PININ0
IOV N2¥P2 NNMIND NN NNNND MVNWNT MANIN,1P90N MSPINN JVIDD NMIMIN , DX IMNDIV MP*IN
DYRY NPOT YTHIN) DXAND 235N ,01NPY ,(H2 1ud1p HY DXODINLIN NON N¥NIN NYISN 10Y10)
(D72 DIMWYN MNI NNNANY) N9 NN, (PINYPIT NS DI TINXITVD

VYAINNY 0NN DY NN’ 01N 23 19N .20 NPIVND OT XNY 912 NIDVY NYNWYN 1T NN . PTH) e
JPNIDYPIND oW DIDVN I POYTHN HL NNN ON,0»1WYN YYD

D) OONXIPI WK IVPITY HMG-CoA »15¥10) 21900910 NNNSNY MNIN (20 NHYII NV POPT
NN DX MRITHN MNIN,(NIND TN NIN) TIPI9T,(JOID NIPVI) PPOINVLN ,NIIVITII ,(DPVVD
D) OIITPINIVIN NMINIPIN JOID THID MHXNIDN MANINI JVIDIANN (DI PD ,DININ) NOINN
APH2MOPYT

JIRTIDD WINIWN 90 NN IN XOIN DY NMIY (ML THRY IN) TOY DDN DO DID1NN TN IN TAN DN

INYI PN DY PINTID NN YINIY

SY MY 19IN DY AVNY MYY T2TIY INNND NNT.NPIDYN NN IX NPIDUN DY NINTID DI07N HN

JYINTIO

$IPIM W0

5W DMIVANT D0 HY TR NNIYS TOW NOIN 1T NNINT WIDWN 199 NPIIN DY IN THW NN DY SNY»IN
PN PIII PIINTIOL VIV

PN Y99 19INT 920 PPN PONTID OY 11D P51 HIIINN IN 119502 IN ONX 79V XY 3990 o

9y TN NMIY TOW ROYIN ,N9INN NN NNPY TNIY 2NN ONX )PP 1032 NOINTIDL Wnwnb
AP NI N NNINA WVINOWN YV DPIWINN DN MNINN

INNRND NN . PINTIOL DIDVN TINNI NXYMN NN NPIN NP HN DX TOU X9IY 99D e
STPIAN DY WAWND MWY 13 92T .ORN 29N TIND 92 ,2°¥91 9NN, PNIDYINY

:C ororvon
99y 9271 ,C ©VLVANY D19V NNN NNV DINDY TOV T257 YTIPaN .C DIVIVIN TH YW DN TOV NN 19D
YNIDY THTA PNIDIDPINN NINT NN NMITIPA VI WIATND NYY TOY NI .THTI PNOIDIYPIN MINI Y Wwavnd
.C 00y 9190 H>NNNY INKD NN NHINNN

$M399193 YINIYI NN

NO1 HIYANDY NNIY TNDID DY WAVND MUY 12T .JIMIYN 1PN NIINTIO

YT Y51 NP DOPNAYNN IN DMINN DY N2¥I9D DPMND ¥ 0190 9wNa

N9YINN HY 02999901 PHN Yy VN Y10

599N P59 1Y 9591 PMINTIO

SAN CON APL Feb23 V4 Ref: UK PIL 09Jan23



CDYNNN NPYIION MANNY OIND NVWY TIUNR PP YAV ND¥IN NIINTIO

PINTID SV 71D 100 DY M .NA MINN 34.4-5 DMV DNV 571D 553 (2IN1ION) DNNN YN0 278 NN PNIINTID
95 PN DINMDON DY T MIVP MNDY .1 DN 6 IN N2 YN 14-5 1P TIV INY T NN DNNNX M) 556 NN
.12 NYavn

119903 UNNWUN 185

NN MNXNNY ONNNA THN PYINI WHNYND ¥

SPYON DINVN ININDY NIPNY YINI MV THPN DX NPIN IN NN DY 717D PHY

L7252 NOYIN YT HY WAPY DI9VN 19N 1N

T2 TN NNIAYY NOM,TIN HPWNA NON 277 . T2V NDIRTID HYW NN N1HN NN DINM ToW XN
9NN

;NI 99D T2 YN NN
DNNONYD NPOINK I TN TOPYN DY X'PY 370 3-5 P2 1Y XN DYY YN ponn e

DY NN IN TNVINN TDRNIY INNY .TOW NINWAN INRD TN TN’ M) PPN DOVHNYN 0 @
ANV TIN NPH DIWNNYN ,DXA¥ONN

9901 MINY PPTINY NVYY KNI ,TI OWY . TINIY 2200070 PPN OV NINN NN OIRD TOVW RN @
.07 Mpra

MIINTIVI VINPVYN N

1919 INNDY, P 5% IN (1°90) NYHD NOMNN DY 1: 100 Ty 1: 20 H¥ DN WINOPWN 99 517190 12yN 1IN
IYY 24 INRD NDINNN NOMINN DX POYND ¥ MYY 2-6 TUNIA (MHR) PVIR NPV IO JNPN

NIV NHDPVN JYN

DTPNA (NN TIT NYDAT NITYPH MMM INY) M 1NN NDMNHN IN MDIND NNXA PNADIVPINY 929N NN
DIVAND

7792 PYYN ND TPININI MPINA PORTIDI YINIWA 19IN 3230 MO MNNN
JPRIDTN INSN YP-YY PWINM NN MM 1DIND MON»NNN NPHINY
VTN 1 IIRTID JYW 9N YN PN 49 1993 BN

NPNNY MNP NPNHY 0T MP>T2 NN NN T N1PYIN Y Wawnh N915Y NN 12 >0 127 MNd
NND MUY NNRRY YA 95 Sy NNIYDY 91900 YY oW RO DY NMIYY T2 IWaNd N1 917 .00 Nd1a

DTN 19IND TOV ROIY TD DY 190 ) WIRTID DY O NOYTY MND T2 MINMIY 2WIiN NNN DX
8999190 N3N HY Nayy PN

NN TP DY NIIMINY 295 91920 RNnb v

NDYIN DY MY NN XYY NN 519507 PP097Y PN, TN 28192 MNO*Y YN ON D)
PN IN NOYIA NN ,N9YINA WINIYY ¥933 MODI MYNY 5 ¥ ON

INNT MYNN

NDOWYI NIPND HNN DX .DOWHNVHNND PHNIOIRND NIYOIND DIND D1YY PNIIRTIDA WINIWN ,N9IN Y02 1D
0 DNN NN 91200 KDY 1IN ORNIN MYNIN

219990 HAY MMYY MNNDN IRND MYIN

: MINAN MNONTHOIRNZN MYNINND NNNI PN NN ONX P19 ToU XY 990

SAN CON APL Feb23 V4 Ref: UK PIL 09Jan23

4



21995 AMYY NYNR MANN .JNDIRTID DY I TIN 1NN INKD DWWV NPVPIIAN MIANN DY DN e
DT NNY2 DY ,DXNNIN DO TP, NN D91 11NN YW )1PYYN PHNM D297 DY NpHon
NI 2D ANPY (GDYNND T NNRY YWD NWY NNN)

DN9YY TN NI DY WAWND MNYY PNIDIDPIN ,PNOINN NN DY MIMY TUR MINK MMININD e
DMYY DN DY DNXOD . NYN DY TNPHI ,DINK JOID MND IN DDITHD DD D10V DIINIT THNID
PN AN W DIN NPND

N PIANY IN 2T OP NI JTINR ,D1PD,(MSPTINIP) MYNN ONON JTIN ,TOU ORI DMINPY e
29 PNNVININIPNT XIPIN M2 DINT HY DNINID NPNY DMWY UN DX PIY NYIIN DMININX DINN
. progressive multifocal leukoencephalopathy (PML) ninTpnn mTpin

,INANY  NPYIN MDY NPNANNA N, MINSHNN 0N 912592 ,0°010799 100 DIXOD DY MNINPYL e
TIDN,NYPN INNY 9NN 92 IN PIN HY IMY ,INTIN, NNPY ,NMPNI MIYI9N 1Y OITT
.DOPPN XY DMPY MYNN IN NDT 92 IN DY MIPTNINP

DMONIN DY D) YAWND JIDY NYOLYILN NYRI OY NYP NPNY NYY 2T .PYN DY O NNND PONI MM e
.(benign intracranial hypertension N1 TIN YN M) TYNI TIN2 120N YN S92 Tov

N9 1N NN JTAIN NN, MAINY DOPY NN NY YT IN DY 7102 PN NPya e
P90 NNNY JNYN MND NX NI 1PN TPNONY NMIVWY TUX NP NPyl e

NN YNV ,NDOW) AP ,MNY ,NPN NY D551 D0NINOX0N .OT NPOL IN DMTR OTONN Y NI NN @
DT, MINSHNN DN ;21252 ,1712 NDO NID OIMMIT IN NN ,(DINYTRN DTN IRN P11 10OD)
1551 NPYI NNPYI

Y MO INNY MY

:(NIVYN TRR WHNWNND TN MYINN) TIND MNIY IRNT MY

N»o51 nvya

.M 0T NND

JUNT AND

A9 Y VOV YNYA TV

D29 N WY HY NITIY NNINY
STHT2 0NV OY MM NI

LNDYAY 75 DY 990 ,710N 1IN TOY NWAWN DYD NN MYMININ NNN DN

:(100 TYNN OWNNWN 1-10 2 MY91) MNPIY IRND MY

Raliv)nph)
725 Nvya

STPT2 990 SV MM MnI

.Ma»y

AN YTAN

2OV 1102 MINN YN/ AND ,MINPN ,NDINA

AT WY NNNIY

.DIN Y PN

M2 0N

D25 DT ONN YV NI NI

LDININPY IN AWVIND 0N

.DYPIY MINY ,D>PIVA IND

P O

NPAN T DY DMPYN MDD ¥TIT 1Y DININN NNPI DY I N
SPATA DVINN DY MDINI NMINI,THTI POYN IR YNV NNMIN DY N2 NI

LNDYIY 75 DY 999 ,710N 19IND TUY NWAWN D0 NTIOTIND MYMININ NNN DN

SAN CON APL Feb23 V4 Ref: UK PIL 09Jan23



:(1,000 TINH DXWNHNWYN 1-10 2 MYANNY MYIN) MNPIY 139NY IRNY MYHIN

90N ,NPY T 50N 91252 ,0MNMINNS DIDID YPNN DIISIDN NPMN MYION YW DPHoN e
2200 NPNYNN L0 HYIIN NYINA ,NT9N YTAR ,71PNRI2 NYIAN ,NINSIND

M e

YOO MYy e

Opunanmoy e

DI 120N NN PNY NWY IWN 127,072 NPOL DY NI NN, DI TR DTIRN DY NI NN e

LNDYAY 75 DY 990 ,710N 19IND TOY NWAWN DYD NN MYIININ NNN DN

:(10,000 7NN DXWNNYH 1-10 2 MPNNIY MYN) 54 INNT MYIN
NN MYIANND NINPY I TYINA 10N DY NWITN DY MIANY Y9N @
.MPOYN YOI NN IND DY 29291 NPYT
N2 INX OIPN D2 IN OMPNIN ONIIN Y PIYL ARD DX PIY PIIN JTIN, 0PI NYHIN

™92 IN /) DMT> 102,093 MN9) 1D DINDN OY NI NPYI DXAIWN WK DTN DT ONN 0N
797 JTAN ,DYD1579 ,NINA DXAND , NNV PYP NV 1NN NNNSM D93

DA NTNN DY NOTHN PYTIND IMNNIOMNMPY e

LNDYAY 75 DY 990 ,710N 1IN TOY NYAWN DYD NN MYIININ NNN DN

:(10,000 TYNN TAN YNNWNHD MNS MYANNDY MYIN) TIND 59573 INNT MY9IN

NI MYIONDY WNIN TINA NN NODYD NNIYP NPND NOYY AIUR PYN YYONNND PON2 MM e

NDYIY 45 HY 990 710N 19IND TOY WawN 127N DN

:(D»PN YR PIYNY 11 N9) AT NN JIMNSIWY INND MYIN

Y MN’33,NND ¥YA¥ INY NN JTIIN DN 7Y IR OOV DY NIANND KOY IN OY MNNDN TAO NPy @
NN 92 IN /Y DTN ,DMI)N M, 0297

YD PRI N0 NOY ININN OIDT ,NYN DY DOIND DMINI IN MNY-NN DT
SNIND MYNIN MXP MNA DY MNP OINYI,INDN YN INRD IN NIIIOND
D991 MY DMYXII2 AND

NNV NYN9

NDYIY 75 DY 999 ,710N 19IND TUY NWAWN DD NTIOIND MYMININ NNX DN

0952501 021952 MO INNY MYNN
DN IRNYNA DNANNDI DYT252 NMONT MADN SNNY MYMN PN

TP5¥ ,19¥a NINY NHY IRNY NYINN DD NNN TYNRDI IN N990N11 IRNTN MYINN HNN BN ,INNY NYIIN NYI9IN ON
JNDYIN DY NYINND

NN DIV 2APY INNY MYMIN DY MPT7 NP Y NNNT MYNNIND MINIIIN TIVNY NN MIYIIN DY NNTY 1N
Y'Y IN,INND NIYOIN DY MPTY PN 09100 ManN (www.health.gov.il) N2 TIVHD INNR DY NN T2 KNIV
/https://sideeffects.health.gov.il : 9w P> nodd

1PN AN IONNY PN .5

D12 HY DN NNV DT AWNIY XINK N0 DIPNI NHYY ¥ NINN NMIN ) W NN MOYIN N - -
NI NYNONI NN XYY NINPND DINN N .NDYIN VINN T2 2T DY M INN

DN NN PIND .DDIND 12 DY YN (exp. date) NNAnN TINN MINN NN WHNWNY PR -
UTIN NN DY PNINRD OYD

SAN CON APL Feb23 V4 Ref: UK PIL 09Jan23


http://www.health.gov.il/
https://sideeffects.health.gov.il/

$YONN ININ
.30°C-n 191930 NTVIVNVIONNY ¥ -
DT I9IND NIDIN NN DINND W ND0NNRD NN INKD - -
IYY 24 INNRD NOINNN NONINN DX Povno v -

aoNYPH .6

: D) N9 NOYINN DIV 2559101 DY qON

Castor oil, polyoxyethylated (35); Ethanol 94% w/w
:TTDINRD 1IN DY NAINN TR T
L2INN-DIN YAND DTN NINNY 197 DY 571 5 MDIDNN NMPY NIDIDT HY MPI9NN 10 N1 NVIND
(PIAPNR) TIAINT TIND OVIN MPYA T2 1N1N IWN NDMNHN NIDNT MNND IN NI T DY WINOWY 1TV NINN

CDIANDN L7126 7.0 ,0792 HRAY DIV HININDT NI DIWIN DA

MINIAN TIVN NPNIND ONNNA 2023 TN TIV)
042-39-22691-00 : MIN>I2N TIYN ONIONHN MNINN DPI9 NNINN DIV 19010
DN MY 12D NTYPN NNIND ,NNT GN HY 991 1WH2 NN N3 DY, INAPN NOPND MLV DWH

SNIDN NN Y=Y 9IWINN INMY NN JDIND MONNNN MIPNIN

The concentrate should be diluted 1:20 to 1:100 with normal saline or 5% glucose and given as a slow
intravenous infusion over approximately 2 to 6 hours.

Once an ampoule is opened, the contents should be used immediately. Diluted infusion solutions must
be discarded after 24 hours.

Incompatibilities

Sandimmun concentrate for infusion contains macrogolglycerol ricinoleate (Castor oil, polyethoxylated),
which can cause phathalate stripping from polyvinyl chloride. If available, glass containers should be used
for infusion. Plastic bottles should be used only if they conform to the requirements for “Sterile plastic
containers for human blood and blood components” or “Empty sterile containers of plasticised polyvinyl
chloride for human blood and blood components” of the current European Pharmacopoeia. Containers and
stoppers should be free of silicone oil and fatty substances.

SAN CON APL Feb23 V4 Ref: UK PIL 09Jan23



	4.8 Undesirable effects
	Table 2: Adverse drug reactions from clinical trials
	SAN-CON-API-Feb23-V4.pdf
	2 QUALITATIVE AND QUANTITATIVE COMPOSITION
	3 PHARMACEUTICAL form
	4 Clinical particulars
	4.1 Therapeutic indications
	Bone marrow transplantation
	4.2 Posology and method of administration
	Posology
	Transplantation
	Solid organ transplantation
	Bone marrow transplantation
	Special populations
	Patients with renal impairment
	Patients with hepatic impairment
	Method of administration
	4.3 Contraindications
	Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
	Combination with products containing Hypericum perforatum (St John´s Wort) (see section 4.5).
	Combination with medicines that are substrates for the multidrug efflux transporter P-glycoprotein or the organic anion transporter proteins (OATP) and for which elevated plasma concentrations are associated with serious and/or life-threatening events...
	4.4 Special warnings and precautions for use
	Medical supervision
	Lymphomas and other malignancies
	Infections
	Renal toxicity
	Elderly population (age 65 years and above)
	In elderly patients, renal function should be monitored with particular care.
	Monitoring ciclosporin levels (see section 4.2)
	Hypertension
	Blood lipids increased
	Hyperkalaemia
	Hypomagnesaemia
	Hyperuricaemia
	Caution is required when treating patients with hyperuricaemia.
	Live-attenuated vaccines
	Interactions
	Special excipients: Polyoxyethylated 35 castor oil
	Special excipients: Ethanol
	Sandimmun contains 278 mg of alcohol (ethanol) in each ml which is equivalent to 34.4% v/v. A 100 mg dose of Sandimmun contains 556 mg ethanol, equivalent to nearly 14 ml beer or 6 ml wine. The small amount of alcohol in this medicine will not have an...
	4.5 Interaction with other medicinal products and other forms of interaction
	Drug interactions
	Drugs that decrease ciclosporin levels
	Products containing Hypericum perforatum (St John´s Wort) must not be used concomitantly with Sandimmun due to the risk of decreased blood levels of ciclosporin and thereby reduced effect (see section 4.3).
	Drugs that increase ciclosporin levels
	All inhibitors of CYP3A4 and/or P-glycoprotein may lead to increased levels of cyclosporine. Examples are:
	Verapamil increases ciclosporin blood concentrations 2- to 3-fold.
	Danazol has been reported to increase ciclosporin blood concentrations by approximately 50%.
	Diltiazem (at doses of 90 mg/day) can increase ciclosporin plasma concentrations by up to 50%.
	Imatinib could increase ciclosporin exposure and Cmax by around 20%.
	Cannabidiol (P-gp inhibitor): There have been reports of increased blood levels of another calcineurin inhibitor during concomitant use with cannabidiol. This interaction may occur due to inhibition of intestinal P-glycoprotein efflux, leading to incr...
	Combinations with increased risk for nephrotoxicity
	Effects of ciclosporin on other drugs
	Paediatric population
	Interaction studies have only been performed in adults.
	4.6 Fertility, pregnancy and lactation
	Pregnancy
	Animal studies have shown reproductive toxicity in rats and rabbits.
	Breast-feeding
	Fertility
	4.7 Effects on ability to drive and use machines
	No data exist on the effects of Sandimmun on the ability to drive and use machines.
	4.8 Undesirable effects
	Summary of the safety profile
	Anaphylactoid reactions have been observed following intravenous administration (see section 4.4).
	Infections and infestations
	Neoplasms benign, malignant and unspecified (including cysts and polyps)
	Tabulated summary of adverse drug reactions from clinical trials
	Other adverse drug reactions from post-marketing experience
	Acute and chronic nephrotoxicity
	Paediatric population
	4.9 Overdose
	Symptoms
	Treatment
	5 PHARMACOLOGICAL PROPERTIES
	5.1  Pharmacodynamic properties
	Pharmacotherapeutic group: Immunosuppressive agents, calcineurin inhibitors, ATC code: L04AD01
	Paediatric population: Ciclosporin has been shown to be efficacious in steroid-dependent nephrotic syndrome.
	5.2 Pharmacokinetic properties
	Biotransformation
	Elimination
	Special populations
	Patients with renal impairment
	Patients with hepatic impairment
	Paediatric population
	5.3 Preclinical safety data
	6 PHARMACEUTICAL PARTICULARS
	6.3 Shelf life
	6.6 Special precautions for disposal and other handling

	SAN-CON-APL-Feb23-V4.pdf
	 מטוטרקסאט. תרופה זו משמשת לטיפול בגידולים, בספחת (פסוריאזיס) חמורה, ובדלקת מפרקים שגרונתית (ראומטואידית) חמורה.


