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Non-transplantation

When using Sandimmun Neoral in any of the
established non-transplant indications, the
following general rules should be adhered to:

Before initiation of treatment a reliable
baseline level of serum creatinine
should be established by at least two
measurements, and renal function must
be assessed regularly throughout
therapy to allow dosage adjustment (see
section 6 Warnings and precautions).

The only accepted route of
administration is by mouth (the
concentrate for intravenous infusion
must not be used), and the daily dose
should be given in two divided doses.

Except in patients with sighy-threatening
endogenous uveitis and in children with
nephrotic syndrome, the total daily dose
must never exceed 5 mg/kg.

For maintenance treatment the lowest
effective and well tolerated dosage
should be determined individually.

In patients in whom within a given time
(for specific information see below) no
adequate response is achieved or the
effective dose is not compatible with the
established safety guidelines, treatment
with Sandimmun Neoral should be
discontinued.

gpecial population

Renal impairment

Dosage and
administration
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All indications

Ciclosporin undergoes minimal renal elimination
and its pharmacokinetics is not affected by renal
impairment (see section 11 Clinical
pharmacology). However, due to its nephrotoxic
potential (see section 7 Undesirable effects), a
careful monitoring of the renal function is
recommended (see section 6 Warnings and
precautions all indications).

Hepatic impairment

Ciclosporin is extensively metabolized by the
liver. The terminal half-life varied between 6.3
hours in healthy volunteers to 20.4 hours in
severe disease patients (see section 11 Clinical
pharmacology). Dose reduction may be necessary
in patients with severe liver impairment to
maintain blood levels within the recommended
target range (see section 6 Warnings and
precautions and section 11 Clinical
pharmacology).

Pediatrics

Clinical studies have included children from 1
year of age using standard ciclosporin 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.

Sandimmun Neoral use in children for non-
transplant indications other than nephrotic
syndrome cannot be recommended (see section 6
Warnings and precautions subsection additional
precautions in non-transplant indications).

children from 1 year of age have received
Sandimmun in standarddosage with no particular
problems. In several studies, pediatric patients
required and tolerated higher doses of
Sandimmunper kg body weight than those used in
adults.

Monitoring ciclosporin levels in transplant
patients

When Sandimmun Neoral is used in transplant
patients, routine monitoring of ciclosporin blood
levels is an important safety measure ((see section
4 Dosage and administration).

Hypertension

Regular monitoring of blood pressure is required
during Sandimmun Neoral therapy; if
hypertension develops, appropriate
antihypertensive treatment must be instituted (see
section 7 Adverse drug reactions). Preference
should be given to an antihypertensive agent that
does not interfere with the pharmacokinetics of
ciclosporin, e.g. isradipine (see section 8

Regular monitoring of blood pressure is required
during Sandimmun Neoral therapy; if
hypertension develops, appropriate
antihypertensive treatment must be instituted.

Warnings and
precautions
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Interactions).

Special excipients: Ethanol

The ethanol content (see section 2 Description
and composition) should be taken into acount
when given to pregnant or breast feeding women,
in patients presenting with liver disease or
epilepsy, in alcoholic patients, or if Sandimmun
Neoral is being given to a child.

Additional precautions in endogenous
uveitis

Since Sandimmun Neoral can impair renal
function, it is necessary to assess renal function
frequently, and if serum creatinine remains
increased to more than 30% above baseline at
more than one measurement, to reduce the dosage
of Sandimmun Neoral by 25 to 50%. If the
increase from baseline exceeds 50%, further
reduction should be considered. These
recommendations apply even if the patient's
values still lie within the laboratory's normal
range.

Sandimmun Neoral should be administered with
caution in patients with neurological Behcet's
syndrome. The neurological status of patients
with neurological Behcet's syndrome should be
carefully monitored.

There is only limited experience with the use of
Sandimmun Neoral in children with endogenous
uveitis.

Additional precautions in nephrotic
syndrome

Since Sandimmun Neoral can impair renal
function, it is necessary to assess renal function
frequently, and if the serum creatinine remains
increased to more than 30% above baseline at
more than one measurement, to reduce the dosage
of Sandimmun Neoral by 25 to 50 %. If the
increase from baseline exceeds 50%, further
reduction should be considered. Patients with
abnormal baseline renal function should initially
be treated with 2.5 mg/kg per day and must be
monitored very carefully.

Additional precautions in psoriasis
Since Sandimmun Neoral can impair renal
function, a reliable baseline level of serum
creatinine should be established by at least two
measurements prior to treatment, and serum
creatinine should be monitored at 2-weekly

Additional precautions in endogenous
uveitis

Since Sandimmun Neoral can impair renal
function, it is necessary to assess renal function
frequently, and if serum creatinine remains
increased to more than 30% above baseline at
more than one measurement, to reduce the dosage
of Sandimmun Neoral by 25 to 50%. These
recommendations apply even if the patient's values
still lie within the laboratory's normal range.

There is only limited experience with the use of
Sandimmun Neoral in children with endogenous
uveitis.

Additional precautions in nephrotic
syndrome

Since Sandimmun Neoral can impair renal
function, it is necessary to assess renal function
frequently, and if the serum creatinine remains
increased to more than 30% above baseline at
more than one measurement, to reduce the dosage
of Sandimmun Neoral by 25 to 50 %. Patients
with abnormal baseline renal function should
initially be treated with 2.5 mg/kg per day and
must be monitored very carefully.

Additional precautions in psoriasis
Since Sandimmun Neoral can impair renal
function, a reliable baseline level of serum
creatinine should be established by at least two
measurements prior to treatment, and serum
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intervals for the first 3 months of therapy.
Thereafter, if creatinine remains stable,
measurements should be made at monthly
intervals. If the serum creatinine increases and
remains increased to more than 30% above
baseline at more than one measurement, the
dosage of Sandimmun Neoral must be reduced by
25 to 50%. If the increase from baseline exceeds
50%, further reduction should be considered.
These recommendations apply even if the
patient's creatinine values still lie within the
laboratory's normal range. If dose reduction is not
successful in reducing creatinine levels within one
month, Sandimmun Neoral treatment should be
discontinued.

Additional precautions in atopic
dermatitis

Since Sandimmun Neoral can impair renal
function, a reliable baseline level of serum
creatinine should be established by at least two
measurements prior to treatment, and serum
creatinine should be monitored at 2-weekly
intervals for the first 3 months of therapy.
Thereafter, if creatinine remains stable,
measurements should be made at monthly
intervals. If the serum creatinine increases and
remains increased to more than 30% above
baseline at more than one measurement, the
dosage of Sandimmun Neoral must be reduced by
25 to 50%. If the increase from baseline exceeds
50%, further reduction should be considered.
These recommendations apply even if the
patient's creatinine values still lie within the
laboratory's normal range. If dose reduction is not
successful in reducing creatinine levels within 1
month, Sandimmun Neoral treatment should be

creatinine should be monitored at 2-weekly
intervals for the first 3 months of therapy.
Thereafter, if creatinine remains stable,
measurements should be made at monthly
intervals. If the serum creatinine increases and
remains increased to more than 30% above
baseline at more than one measurement, the
dosage of Sandimmun Neoral must be reduced by
25 to 50%. These recommendations apply even if
the patient's values still lie within the laboratory's
normal range. If dose reduction is not successful
in reducing levels within one month, Sandimmun
Neoral treatment should be discontinued.

Additional precautions in atopic dermatitis
Since Sandimmun Neoral can impair renal
function, a reliable baseline level of serum
creatinine should be established by at least two
measurements prior to treatment, and serum
creatinine should be monitored at 2-weekly
intervals for the first 3 months of therapy.
Thereafter, if creatinine remains stable,
measurements should be made at monthly
intervals. If the serum creatinine increases and
remains increased to more than 30% above
baseline at more than one measurement, the
dosage of Sandimmun Neoral must be reduced by
25 to 50%. These recommendations apply even if
the patient's values still lie within the laboratory's
normal range. If dose reduction is not successful
in reducing levels within 1 month, Sandimmun
Neoral treatment should be discontinued.

discontinued.
Summary of the safety profile Table 1 fAdverse- drug
o ] ; interactions
The principal adverse reactions observed in Metabolism and nutrition disorders
clinical trials and associated with the . . .
.. . . .. Common Anorexia, hyperuricaemia,
administration of ciclosporin include renal . i
dysfunction, tremor, hirsutism, hypertension, hyperkalaemia, hyp-omagnesaemla.
diarrhea, anorexia, nausea and vomiting. Nervous system disorders
. Common Paraesthesia.

Table 7-1 Adverse drug reactions
from clinical trials Gastrointestinal disorders
Blood and lymphatic system disorders Common Nausea, vomiting, abdominal pain,
Common Leucopenia diarrhoea, gingival hyperplasia.
Metabolism and nutrition disorders Skin and subcutaneous tissue disorders

SAN NEO SPI MARI12 MoH V7 REF CDS130212

SAN NEO SPL MAR12 MoH V7 REF BPL090212




Very common Anorexia
Nervous system disorders
Common Convulsions; paraesthesia

Vascular disorders

Common  Flushing

Gastrointestinal disorders

Very common Nausea; vomiting; abdominal
discomfort; diarrhea; gingival hyperplasia
Common Peptic ulcer

Skin and subcutaneous tissue disorders
Very common Hirsutism
Common Acne; rash

General disorders and administration site
conditions

Common Pyrexia; edema

Table 7-2 Adverse drug reactions
from spontaneous reports and literature
(frequency not known)

Blood and lymphatic system disorders

Thrombotic microangiopathy, hemolytic uremic
syndrome; thrombotic thrombocytopenic purpura;
anemia; thrombocytopenia

Nervous system disorders

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, cerebellar ataxia; optic
disc edema including papilledema, with possible
visual impairment secondary to benign intracranial
hypertension; peripheral nephropathy; migraine

Gastrointestinal disorders
Pancreatitis acute
Hepatobiliary disorders

Hepatotoxicity and liver injury including
cholestasis, joundice, hepatitis and liver failure
with some fatal outcome (see section 6 Warnings
and precautions)

Acute and chronic nephropathy
Patients receiving calcineurin inhibitors
(therapies, including ciclosporin and ciclosporin-

Common Hypertrichosis.
Uncommon  Allergic rashes.

General disorders and administration site
conditions

Common Fatigue.

Table 1

Blood and lymphatic system disorders

Uncommon  Anaemia, thrombocytopenia.

Rare Micro-angiopathic haemolytic anaemia,

haemolytic uraemic syndrome.

Nervous system disorders

Very common Tremor, headache, including
migraine.

Common Paraesthesia.

Uncommon Signs of encephalopathy such as
convulsions, confusion, disorientation, decreased
responsiveness, agitation, insomnia, visual
disturbances, cortical blindness, coma, paresis,
cerebellar ataxia.

Rare Motor polyneuropathy.

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

Gastrointestinal disorders
Common Nausea, vomiting, abdominal pain,
diarrhoea, gingival hyperplasia.

Rare Pancreatitis.

Hepatobiliary disorders

SAN NEO SPI MAR12 MoH V7
SAN NEO SPL MAR12 MoH V7

REF CDS130212
REF BPL090212




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 Neoral. Cases of acute nephrotoxicity
reported disorders of ion homestasis, such as
hyperkalemia, hypomagnesemia, hyperuricemia
which developed in the majority of the cases
within the first month of treatment. Cases
reporting chronic morphological changes included
arteriolar hyalinosis, tubular atrophy and
interstitial fibrosis, (see section 6 Warinings and
precautions).

Common Hepatic function abnormal (see section
4.4 Special warnings and precautions for use).

Interactions resulting in concomitant use
not being recommended

During treatment with ciclosporin vaccination
may be less effective; the use of live-attenuated
vaccines should be avoided (see section 6
Warnings and precautions).

Interactions resulting in a potential
increased nephrotoxicity

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

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 significant increase exposure in 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.

Interactions

Pregnancy

However there are no adequate data in pregnant
women and, therefore, Sandimmun Neoral should
not be used during pregnancy unless the expected
benefit to the mother overweighs the potential
risk to the fetus. The ethanol content should also

Women of
child-bearing
potential,
pregnancy,
breast-feeding
and fertility
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be taken into account in pregnant women (see
section 6 Warnings and precautions).

Breast-feeding

Ciclosporin passes into breast milk. The ethanol
content of Sandimmun Neoral formulations
should also be taken into account (see section 6
Warnings and precautions). Mothers receiving
treatment with Sandimmun Neoral should not
breast-feed. Because of the potential of
Sandimmun Neoral to cause serious adverse drug
reactions in breastfed 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.

Sandimmun Neoral capsules may be stored at
room temperature not exceeding 25°C. Increases
in temperatures up to 30°C for a total of
maximum 3 months do not affect the quality of
the product.

Sandimmun Neoral oral solution should be stored
between 15 and 30°C, but not below 20°C for
more than 1 month, as it contains oily
components of natural origin which tend to
solidify at low temperatures. A jelly-like
formation may occur below 20°C, which is
however reversible at temperatures up to 30°C.
Minor flakes or slight sediment may still be
observed. These phenomena do not affect the
efficacy and safety of the product and the dosing
by means of the pipette remains accurate. After
opening, Sandimmun Neoral oral solution should
be used within 2 months.

Sandimmun Neoral must be kept out of the reach
and sight of children.

Sandimmun Neoral capsules may be stored at
room temperature not exceeding 25°C. Occasional
increases in temperatures up to 30°C do not affect
the quality of the product.

Sandimmun Neoral oral solution should be used
within 2 months of opening the bottle and be
stored between 15 and 30°C, preferably not below
20°C for prolonged periods, as it contains oily
components of natural origin which tend to
solidify at low temperatures. A jelly-like
formation may occur below 20°C, which is
however reversible at temperatures up to 30°C.
Minor flakes or a slight sediment may still be
observed. These phenomena do not affect the
efficacy and safety of the product and the dosing
by means of the pipette remains accurate.

Special
precautions for
storage
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