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TB5 X i%iE% (Kidney, Liver, and Heart Transplantation) . B3fi U 7~ (Rheumatoid Arthritis) % O
W (Psoriasis) ¥, FE[E, MEKOMAEICEWTIE, e BE OB RS B ) D
S DT85 X1 X15%  (Solid organ transplantation, Bone marrow transplantation) , PNEMEZ R o7 g

(Endogenous uveitis) . 1 7 7 —EBJEMERE (Nephrotic syndrome) |, BAfii U ™7 = F (Rheumatoid arthritis)
Wit (Psoriasis) K OV7 hE—PERfE% (Atopic dermatitis) @, MIEICIHWVCIE, IREBM BEE
RF AR 123617 2 M OGO 7B X IEiE#  (Solid Organ Transplantation, Bone Marrow
Transplantation) , #zfif (Psoriasis) . B4iV 7~ (Rheumatoid Arthritis) & VR 7 v —EEMERE

(Nephrotic Syndrome) ”, ZEMICEHW\TI, IHIRBALEH BT DHEHEO T (As an
immunosuppressive agent for the prevention of graft rejection following kidney, liver and heart allogeneic
transplantation) , R 7 2 —BJEMERE (For induction and/or maintenance of remission in the nephrotic
syndrome.) . Bi#iV 7~ F (For the treatment of severe, active theumatoid arthritis in patients for whom
classical slow-acting antirheumatic agents (including methotrexate) are inappropriate or ineffective.) . FzJif

(In patients with severe psoriasis in whom conventional therapy is ineffective or inappropriate and the
disease has caused a significant interference with quality of life.) X7 kB —{4H:EE2% (For the

treatment of severe atopic dermatitis when other treatment is ineffective or inappropriate.) D55,

4. BB

7w MR Y Y X5 AW AT AR RBROMGEIILL TO L B0 THh 5,

7 v hERE TR GRBRIC B T REMIC 6 mg/kg/day (RF HFEHE TE  0.97 mg/kg/day
\ZHEY) Z RN G XL 25 mg/kg/day (RRHEFEHE T b 4.03 mg/kg/day ITHHY) 205
Lizéx, WP BIBICODEPRAENER L DD, —F, v FRERA R GRS
W, BEEMIC 10~300 mg/kg/day (REFEREHEE T b 3.27~96.77 mg/kg/day |ZHHY) % 11 4%
Lt &, BREICEERER BRI »ro72 Y,

7 v MZBWT, 15 mgkg/day ((AREEHAFE T b 2.4 mg/kg/day [ZFHY) £ 05 CHEPE &L
USHTZE BB 12 mg/kg/day (ARMEFEHLE T M 1.9 mg/kg/day [ZFHY) FRIRN G- CHR/IG L AE
. 45 mg/kg/day (RFHAELER T b 7.3 mg/kg/day [ZFHY) #&OFK 5 TR FEIE L U4 R
FELR, THRICIBNT, 100 mgkg/day (REERHHE TE b 323 mgkg/day (2FHY) #&O#%5
THIRWEFEL S, EnEnRAHEER BRSSP,

7B, FRROBBMEIRONIEZIC, VA Ty NERT Y XORE~O R FEIZX
D HBYESUTHAE R OB SRR OB NG ST D o0 W RO TR
LEZBWTBICEEHEE SN TWD Z b, BT RIZOW GBI TR 3 5 MM
1BV & HIT U7, 2 OISR O Sl 58 A B U AR BEME I TAR B ST AR ST 28 1)
R EEITBERLTRE I RIEFRIIEE T o T,
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~T771% T olz, Fiz, AER 862 HiIlD 55 BAEIEZR] THREIL 36~75%., RHAKERIX
30~67%. JeRAIIL 32~43%ICB bzt ST D,

6. ENADRERIIA KFA ~
EI NS TSR ST B PERMEIR O T& % Drugs in Pregnancy and Lactation,11"
ed.2017) TiX, B FTHLNTVWD T —FITIROLNTWND DD, AT 2 AREKDE 5131V
AU PMENEEZBND Z EREHEh TS P,
KIDTA RTA AZBIT DRI T 28R UILL T LB Th o7,
o [IiRE MEEGEREO IR 2015 (H AR ME726H) Tid, BRBEEZ OlmIc
DWT, IR LAMZ R S &2 B SHE DR FR TN 2 & R O 5 A I IER
A G et INHIEROMEE XL T 25720 2 & . BE R OGFERIC bR 1T 5 /i
HISEICRE S 23 & AEIR AR TH D Z LN EHEN TS Y,
o [PERMARIZIETA KT A MERRE 2017) (HAPERMG AR, HAEm ARHEZSHR)
X, IR . W ONC Ao R IR TR I+ 4370 B CsE iR B R OV OFR IR
BITB O TR, ERPTh-o THEE SN B ERS & L TAERMER STV S 9,
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I . 2O Fo| EUWETZESMm) T, RPICHEH CE 24 mfidE s LT, mWRITS
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(1) #/%4 NEORAL® Soft Gelatin Capsules, Oral Solution
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INDICATIONS AND USAGE
Kidney, Liver, and Heart Transplantation
Neoral is indicated for the prophylaxis of organ rejection in kidney, liver, and heart allogeneic

transplants. Neoral has been used in combination with azathioprine and corticosteroids.

Rheumatoid Arthritis

Neoral is indicated for the treatment of patients with severe active, rheumatoid arthritis where
the disease has not adequately responded to methotrexate. Neoral can be used in combination
with methotrexate in rheumatoid arthritis patients who do not respond adequately to

methotrexate alone.

Psoriasis

Neoral is indicated for the treatment of adult, nonimmunocompromised patients with severe
(i.e., extensive and/or disabling), recalcitrant, plaque psoriasis who have failed to respond to at
least one systemic therapy (e.g., PUVA, retinoids, or methotrexate) or in patients for whom
other systemic therapies are contraindicated, or cannot be tolerated.

While rebound rarely occurs, most patients will experience relapse with Neoral as with other

therapies upon cessation of treatment.
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WARNINGS

Special Excipients

Alcohol (ethanol)

The alcohol content (See DESCRIPTION) of Neoral should be taken into account when given

to patients in whom alcohol intake should be avoided or minimized, e.g., pregnant or
breastfeeding women, in patients presenting with liver disease or epilepsy, in alcoholic
patients, or pediatric patients. For an adult weighing 70 kg, the maximum daily oral dose
would deliver about 1 gram of alcohol which is approximately 6% of the amount of alcohol

contained in a standard drink.

PRECAUTIONS

General

Information for Patients: Patients should be advised that any change of cyclosporine
formulation should be made cautiously and only under physician supervision because it may
result in the need for a change in dosage.

Patients should be informed of the necessity of repeated laboratory tests while they are
receiving cyclosporine. Patients should be advised of the potential risks during pregnancy and

informed of the increased risk of neoplasia. Patients should also be informed of the risk of
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hypertension and renal dysfunction.

Carcinogenesis, Mutagenesis, and Impairment of Fertility

Cyclosporine was not mutagenic in appropriate test systems. Cyclosporine has not been found
to be mutagenic/genotoxic in the Ames Test, the V79-HGPRT Test, the micronucleus test in
mice and Chinese hamsters, the chromosome-aberration tests in Chinese hamster
bone-marrow, the mouse dominant lethal assay, and the DNA-repair test in sperm from treated
mice. A recent study analyzing sister chromatid exchange (SCE) induction by cyclosporine
using human lymphocytes in vitro gave indication of a positive effect (i.e., induction of SCE),
at high concentrations in this system. In two published research studies, rabbits exposed to
cyclosporine 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 cyclosporine intravenously
(twice the recommended human intravenous dose) had fetuses 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.

Pregnancy

Pregnancy Category C

Animal studies have shown reproductive toxicity in rats and rabbits. Cyclosporine gave no
evidence of mutagenic or teratogenic effects in the standard test systems with oral application
(rats up to 17 mg/kg and rabbits up to 30 mg/kg per day orally.) Only at dose levels toxic to
dams, were adverse effects seen in reproduction studies in rats. Cyclosporine has been shown
to be embryo- and fetotoxic in rats and rabbits following oral administration at maternally
toxic doses. Fetal toxicity was noted in rats at 0.8 and rabbits at 5.4 times the transplant doses
in humans of 6.0 mg/kg, where dose corrections are based on body surface area. Cyclosporine
was embryo- and fetotoxic as indicated by increased pre- and postnatal mortality and reduced
fetal weight together with related skeletal retardation.

There are no adequate and well-controlled studies in pregnant women therefore, Neoral should
not be used during pregnancy unless the potential benefit to the mother justifies the potential
risk to the fetus.

In pregnant transplant recipients who are being treated with immunosuppressants the risk of
premature birth is increased. The following data represent the reported outcomes of 116
pregnancies in women receiving cyclosporine during pregnancy, 90% of whom were
transplant patients, and most of whom received cyclosporine throughout the entire gestational
period. The only consistent patterns of abnormality were premature birth (gestational period of
28 to 36 weeks) and low birth weight for gestational age. Sixteen fetal losses occurred. Most of

the pregnancies (85 of 100) were complicated by disorders; including, preeclampsia,
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eclampsia, premature labor, abruptio placentae, oligohydramnios, Rh incompatibility, and
fetoplacental dysfunction. Pre-term delivery occurred in 47%. Seven malformations were
reported in 5 viable infants and in 2 cases of fetal loss. Twenty-eight percent of the infants
were small for gestational age. Neonatal complications occurred in 27%. Therefore, the risks
and benefits of using Neoral during pregnancy should be carefully weighed.

A limited number of observations in children exposed to cyclosporine in utero are available,
up to an age of approximately 7 years. Renal function and blood pressure in these children
were normal.

Because of the possible disruption of maternal-fetal interaction, the risk/benefit ratio of using
Neoral in psoriasis patients during pregnancy should carefully be weighed with serious
consideration for discontinuation of Neoral.

The alcohol content of the Neoral formulations should also be taken into account in pregnant
women. (See WARNINGS, Special Excipients)
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(2) M4 Sandimmune® Soft Gelatin Capsules, Oral Solution, Injection
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INDICATIONS AND USAGE

Sandimmune (cyclosporine) is indicated for the prophylaxis of organ rejection in kidney, liver,
and heart allogeneic transplants. It is always to be used with adrenal corticosteroids. The drug

may also be used in the treatment of chronic rejection in patients previously treated with other

immunosuppressive agents.

Because of the risk of anaphylaxis, Sandimmune Injection (cyclosporine injection, USP)

should be reserved for patients who are unable to take the soft gelatin capsules or oral solution.

Il A~
B 5

WARNINGS

Specific Excipients

Alcohol (ethanol)

The alcohol content (See DESCRIPTION) of Sandimmune should be taken into account when

given to patients in whom alcohol intake should be avoided or minimized, e.g. pregnant or
breastfeeding women, in patients presenting with liver disease or epilepsy, in alcoholic
patients, or pediatric patients. For an adult weighing 70 kg, the maximum daily oral dose
would deliver about 1 gram of alcohol which is approximately 6% of the amount of alcohol
contained in a standard drink. The daily intravenous dose would deliver approximately 15% of

the amount of alcohol contained in a standard drink.

Care should be taken in using Sandimmune (cyclosporine) with nephrotoxic drugs. (See
PRECAUTIONS)

PRECAUTIONS

Information for Patients
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Patients should be advised that any change of cyclosporine formulation should be made
cautiously and only under physician supervision because it may result in the need for a change
in dosage.

Patients should be informed of the necessity of repeated laboratory tests while they are
receiving the drug. They should be given careful dosage instructions, advised of the potential
risks during pregnancy, and informed of the increased risk of neoplasia.

Patients using cyclosporine oral solution with its accompanying syringe for dosage
measurement should be cautioned not to rinse the syringe either before or after use.

Introduction of water into the product by any means will cause variation in dose.

Carcinogenesis, Mutagenesis, and Impairment of Fertility
Cyclosporine gave no evidence of mutagenic or teratogenic effects in appropriate test systems.
Only at dose levels toxic to dams, were adverse effects seen in reproduction studies in rats.

(See Pregnancy)

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 in the low-dose level. The hepatocellular carcinomas and pancreatic

islet cell adenomas were not dose related.

No impairment in fertility was demonstrated in studies in male and female rats.

Cyclosporine has not been found mutagenic/genotoxic in the Ames Test, the V79-HGPRT
Test, the micronucleus test in mice and Chinese hamsters, the chromosome-aberration tests in
Chinese hamster bone marrow, the mouse dominant lethal assay, and the DNA-repair test in
sperm from treated mice. A recent study analyzing sister chromatid exchange (SCE) induction
by cyclosporine using human lymphocytes in vitro gave indication of a positive effect (i.e.,
induction of SCE), at high concentrations in this system. In two published research studies,
rabbits exposed to cyclosporine 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
cyclosporine intravenously (twice the recommended human intravenous dose) had fetuses with
an increased incidence of ventricular septal defect. These findings have not been demonstrated

in other species and their relevance for humans is unknown.

An increased incidence of malignancy is a recognized complication of immunosuppression in
recipients of organ transplants. The most common forms of neoplasms are non-Hodgkin’s

lymphoma and carcinomas of the skin. The risk of malignancies in cyclosporine recipients is
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higher than in the normal, healthy population, but similar to that in patients receiving other
immunosuppressive therapies. It has been reported that reduction or discontinuance of

immunosuppression may cause the lesions to regress.

Pregnancy

Pregnancy Category C

Animal studies have shown reproductive toxicity in rats and rabbits. Cyclosporine gave no
evidence of mutagenic or teratogenic effects in the standard test systems with oral application
(rats up to 17 mg/kg and rabbits up to 30 mg/kg per day orally). Sandimmune Oral Solution
(cyclosporine oral solution, USP) has been shown to be embryo- and fetotoxic in rats and
rabbits when given in doses 2-5 times the human dose. At toxic doses (rats at 30 mg/kg/day
and rabbits at 100 mg/kg/day), Sandimmune Oral Solution (cyclosporine oral solution, USP)
was embryo- and fetotoxic as indicated by increased pre- and postnatal mortality and reduced
fetal weight together with related skeletal retardations. In the well-tolerated dose range (rats at
up to 17 mg/kg/day and rabbits at up to 30 mg/kg/day), Sandimmune Oral Solution

(cyclosporine oral solution, USP) proved to be without any embryolethal or teratogenic effects.

There are no adequate and well-controlled studies in pregnant women and therefore,
Sandimmune (cyclosporine) should not be used during pregnancy unless the potential benefit

to the mother justifies the potential risk to the fetus.

In pregnant transplant recipients who are being treated with immunosuppressants, the risk of
premature birth is increased. The following data represent the reported outcomes of 116
pregnancies in women receiving Sandimmune (cyclosporine) during pregnancy, 90% of whom
were transplant patients, and most of whom received Sandimmune (cyclosporine) throughout
the entire gestational period. Since most of the patients were not prospectively identified, the
results are likely to be biased toward negative outcomes. The only consistent patterns of
abnormality were premature birth (gestational period of 28 to 36 weeks) and low birth weight
for gestational age. It is not possible to separate the effects of Sandimmune (cyclosporine) on
these pregnancies from the effects of the other immunosuppressants, the underlying maternal
disorders, or other aspects of the transplantation milieu. Sixteen fetal losses occurred. Most of
the pregnancies (85 of 100) were complicated by disorders; including, preeclampsia,
eclampsia, premature labor, abruptio placentae, oligohydramnios, Rh incompatibility and
fetoplacental dysfunction. Preterm delivery occurred in 47%. Seven malformations were
reported in 5 viable infants and in 2 cases of fetal loss. Twenty-eight percent of the infants
were small for gestational age. Neonatal complications occurred in 27%. In a report of 23
children followed up to 4 years, postnatal development was said to be normal. More
information on cyclosporine use in pregnancy is available from Novartis Pharmaceuticals
Corporation.

A limited number of observations in children exposed to cyclosporine in utero are available,
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up to an age of approximately 7 years. Renal function and blood pressure in these children
were normal.

The alcohol content of the Sandimmune formulations should also be taken into account in

pregnant women. (See WARNINGS, Special Excipients)
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(3) 4 NEORALe Soft Gelatin Capsules 10mg
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation
Prevention of graft rejection following solid organ transplantation.
Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.
Bone marrow transplantation
Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis

Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in
patients in whom conventional therapy has failed or caused unacceptable side effects.
Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome

Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or
membranous glomerulonephritis.

Neoral can be used to induce and maintain remissions. It can also be used to maintain

steroid-induced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis

Neoral is indicated in patients with severe atopic dermatitis when systemic therapy is required.

Il ~D
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4.4 Special warnings and precautions for use
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Special excipients: Ethanol

Neoral contains around 12% vol. ethanol. A 500 mg dose of Neoral contains 500 mg ethanol,
equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic patients and
should be taken into account in pregnant or breast-feeding women, in patients presenting with

liver disease or epilepsy, or if the patients is a child.

4.6 Fertility, pregnancy and lactation

Pregnancy

Animal studies have shown reproductive toxicity in rats and rabbits.

Experience with Neoral 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 Neoral 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 Neoral formulations

should also be taken into account in pregnant women (see section 4.4).

Fertility

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

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.
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Ciclosporin was tested in a number of in vitro and in vivo tests for genotoxicity with no

evidence for a clincally relevant mutagenic potential.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.
Treatment of transplant cellular rejection in patients previously receiving other
immunosuppressive

agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in
patients

in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

withoutneurological manifestations.

Nephrotic syndrome
Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or

membranous glomerulonephritis.

Neoral can be used to induce and maintain remissions. It can also be used to maintain

steroid-induced remission, allowing withdrawal of steroids.

39




Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis

Neoral is indicated in patients with severe atopic dermatitis when systemic therapy is required.

I-fi~D
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Neoral contains around 12% vol. ethanol. A 500 mg dose of Neoral contains 500 mg ethanol,
equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic patients and
should be taken into account in pregnant or breast-feeding women, in patients presenting with

liver disease or epilepsy, or if the patients is a child.

4.6 Fertility, pregnancy and lactation

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

Experience with Neoral 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 Neoral 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 Neoral formulations

should also be taken into account in pregnant women (see section 4.4).

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

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
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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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome

Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
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diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or

membranous glomerulonephritis.

Neoral can be used to induce and maintain remissions. It can also be used to maintain

steroid-induced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis

Neoral is indicated in patients with severe atopic dermatitis when systemic therapy is required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Neoral contains around 12% vol. ethanol. A 500 mg dose of Neoral contains 500 mg ethanol,
equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic patients and
should be taken into account in pregnant or breast-feeding women, in patients presenting with

liver disease or epilepsy, or if the patients is a child.

4.6 Fertility, pregnancy and lactation

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

Experience with Neoral 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 Neoral 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 Neoral formulations

should also be taken into account in pregnant women (see section 4.4).

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

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
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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.

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.

w0 (GRE)

(6) #h4 NEORAL® Soft Gelatin Capsules 100mg

EUES

4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.
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Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome
Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or

membranous glomerulonephritis.

Neoral can be used to induce and maintain remissions. It can also be used to maintain

steroid-induced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis

Neoral is indicated in patients with severe atopic dermatitis when systemic therapy is required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Neoral contains around 12% vol. ethanol. A 500 mg dose of Neoral contains 500 mg ethanol,
equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic patients and
should be taken into account in pregnant or breast-feeding women, in patients presenting with

liver disease or epilepsy, or if the patients is a child.

4.6 Fertility, pregnancy and lactation

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

Experience with Neoral 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 Neoral 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 Neoral formulations

should also be taken into account in pregnant women (see section 4.4).
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Fertility
There is limited data on the effect of Neoral on human fertility (see section 5.3).

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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation
Prevention of graft rejection following solid organ transplantation.
Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation
Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).
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Non-transplantation indications

Endogenous uveitis

Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in
patients in whom conventional therapy has failed or caused unacceptable side effects.
Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome

Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or
membranous glomerulonephritis.

Neoral can be used to induce and maintain remissions. It can also be used to maintain

steroid-induced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis

Neoral is indicated in patients with severe atopic dermatitis when systemic therapy is required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Neoral contains around 12% vol. ethanol. A 500 mg dose of Neoral contains 500 mg ethanol,
equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic patients and
should be taken into account in pregnant or breast-feeding women, in patients presenting with

liver disease or epilepsy, or if the patients is a child.

4.6 Fertility, pregnancy and lactation

Pregnancy

Animal studies have shown reproductive toxicity in rats and rabbits.

Experience with Neoral 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).
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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 Neoral 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 Neoral formulations

should also be taken into account in pregnant women (see section 4.4).

Fertility

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

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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome

Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or
membranous glomerulonephritis.

Sandimmun can be used to induce and maintain remissions. It can also be used to maintain

steroidinduced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis
Sandimmun is indicated in patients with severe atopic dermatitis when systemic therapy is

required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 12% vol. ethanol. A 500 mg dose of Sandimmun contains 500 mg

ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
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patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.

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).

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

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.

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
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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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome

Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or
membranous glomerulonephritis.

Sandimmun can be used to induce and maintain remissions. It can also be used to maintain

steroidinduced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.
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Atopic dermatitis

Sandimmun is indicated in patients with severe atopic dermatitis when systemic therapy is

required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 12% vol. ethanol. A 500 mg dose of Sandimmun contains 500 mg
ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.

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).

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.

51




Ciclosporin was tested in a number of in vitro and in vivo tests for genotoxicity with no

evidence for a clincally relevant mutagenic potential.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behcet uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome

Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or
membranous glomerulonephritis.

Sandimmun can be used to induce and maintain remissions. It can also be used to maintain

steroidinduced remission, allowing withdrawal of steroids.
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Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis
Sandimmun is indicated in patients with severe atopic dermatitis when systemic therapy is

required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 12% vol. ethanol. A 500 mg dose of Sandimmun contains 500 mg
ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.

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).

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
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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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.
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Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome

Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or
membranous glomerulonephritis.

Sandimmun can be used to induce and maintain remissions. It can also be used to maintain

steroidinduced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis
Sandimmun is indicated in patients with severe atopic dermatitis when systemic therapy is

required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 12% vol. ethanol. A 500 mg dose of Sandimmun contains 500 mg
ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.

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
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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).

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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation
Prevention of graft rejection following solid organ transplantation.
Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation
Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 34.4% vol. ethanol. A 100 mg dose of Sandimmun contains 556
mg ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.

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).

Fertility

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

5.3 Preclinical safety data
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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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).
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Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome
Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or

membranous glomerulonephritis.

Sandimmun Neoral can be used to induce and maintain remissions. It can also be used to

maintain steroid-induced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis
Sandimmun Neoral is indicated in patients with severe atopic dermatitis when systemic

therapy is required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun Neoral contains around 12% vol. ethanol. A 500 mg dose of Sandimmun Neoral
contains 500 mg ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in
alcoholic patients and should be taken into account in pregnant or breast-feeding women, in

patients presenting with liver disease or epilepsy, or if the patients is a child.

4.6 Fertility, pregnancy and lactation

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

Experience with Sandimmun Neoral 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).
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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 Neoral 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

Neoral formulations should also be taken into account in pregnant women (see section 4.4).

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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.
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Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome

Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or
membranous glomerulonephritis.

Sandimmun Neoral can be used to induce and maintain remissions. It can also be used to

maintain steroid-induced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis
Sandimmun Neoral is indicated in patients with severe atopic dermatitis when systemic

therapy is required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun Neoral contains around 12% vol. ethanol. A 500 mg dose of Sandimmun Neoral
contains 500 mg ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in
alcoholic patients and should be taken into account in pregnant or breast-feeding women, in

patients presenting with liver disease or epilepsy, or if the patients is a child.
4.6 Fertility, pregnancy and lactation
Pregnancy

Animal studies have shown reproductive toxicity in rats and rabbits.

Experience with Sandimmun Neoral in pregnant women is limited. Pregnant women receiving
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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 Neoral 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

Neoral formulations should also be taken into account in pregnant women (see section 4.4).

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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation
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Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis

Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in
patients in whom conventional therapy has failed or caused unacceptable side effects.
Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome
Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or

membranous glomerulonephritis.

Sandimmun can be used to induce and maintain remissions. It can also be used to maintain

steroidinduced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis
Sandimmun is indicated in patients with severe atopic dermatitis when systemic therapy is

required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 12% vol. ethanol. A 500 mg dose of Sandimmun contains 500 mg
ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.

4.6 Fertility, pregnancy and lactation
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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).

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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome
Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or

membranous glomerulonephritis.

Sandimmun can be used to induce and maintain remissions. It can also be used to maintain

steroidinduced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis
Sandimmun is indicated in patients with severe atopic dermatitis when systemic therapy is

required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 12% vol. ethanol. A 500 mg dose of Sandimmun contains 500 mg
ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.

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).

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.

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
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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.
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4.1 Therapeutic indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 12% vol. ethanol. A 500 mg dose of Sandimmun contains 500 mg
ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.

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).

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
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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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis

Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

68




patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome
Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or

membranous glomerulonephritis.

Sandimmun Neoral can be used to induce and maintain remissions. It can also be used to

maintain steroid-induced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis
Sandimmun Neoral is indicated in patients with severe atopic dermatitis when systemic

therapy is required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun Neoral contains around 12% vol. ethanol. A 500 mg dose of Sandimmun Neoral
contains 500 mg ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in
alcoholic patients and should be taken into account in pregnant or breast-feeding women, in

patients presenting with liver disease or epilepsy, or if the patients is a child.

4.6 Fertility, pregnancy and lactation

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

Experience with Sandimmun Neoral 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 Neoral 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
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Neoral formulations should also be taken into account in pregnant women (see section 4.4).

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
20 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.

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.
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.
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Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome

Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or
membranous glomerulonephritis. Sandimmun Neoral can be used to induce and maintain
remissions. It can also be used to maintain steroid-induced remission, allowing withdrawal of

steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis
Sandimmun Neoral is indicated in patients with severe atopic dermatitis when systemic

therapy is required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun Neoral contains around 12% vol. ethanol. A 500 mg dose of Sandimmun Neoral
contains 500 mg ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in
alcoholic patients and should be taken into account in pregnant or breast-feeding women, in

patients presenting with liver disease or epilepsy, or if the patients is a child.

4.6 Fertility, pregnancy and lactation

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

Experience with Sandimmun Neoral in pregnant women is limited. Pregnant women receiving

immunosuppressive  therapies after transplantation, including ciclosporin  and
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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 Neoral 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

Neoral formulations should also be taken into account in pregnant women (see section 4.4).

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.

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.
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4.1 Therapeutic indications

Transplantation indications

72




Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome
Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or

membranous glomerulonephritis.

Sandimmun can be used to induce and maintain remissions. It can also be used to maintain

steroidinduced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis
Sandimmun is indicated in patients with severe atopic dermatitis when systemic therapy is

required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 12% vol. ethanol. A 500 mg dose of Sandimmun contains 500 mg
ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.
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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).

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.

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.
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Sandimmun and associated names 100 mg/ml oral solution
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Non-transplantation indications

Endogenous uveitis
Treatment of sight-threatening intermediate or posterior uveitis of non-infectious aetiology in

patients in whom conventional therapy has failed or caused unacceptable side effects.

Treatment of Behget uveitis with repeated inflammatory attacks involving the retina in patients

without neurological manifestations.

Nephrotic syndrome
Steroid-dependent and steroid-resistant nephrotic syndrome, due to primary glomerular
diseases such as minimal change nephropathy, focal and segmental glomerulosclerosis, or

membranous glomerulonephritis.

Sandimmun can be used to induce and maintain remissions. It can also be used to maintain

steroidinduced remission, allowing withdrawal of steroids.

Rheumatoid arthritis

Treatment of severe, active rheumatoid arthritis.

Psoriasis
Treatment of severe psoriasis in patients in whom conventional therapy is inappropriate or

ineffective.

Atopic dermatitis

Sandimmun is indicated in patients with severe atopic dermatitis when systemic therapy is

75




required.
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4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 12% vol. ethanol. A 500 mg dose of Sandimmun contains 500 mg
ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.

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).

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.

Carcinogenicity studies were carried out in male and female rats and mice. In the 78-week

mouse
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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.
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Sandimmun and associated names 50 mg/ml concentrate for solution for infusion
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4.1 Therapeutic indications

Transplantation indications

Solid organ transplantation

Prevention of graft rejection following solid organ transplantation.

Treatment of transplant cellular rejection in patients previously receiving other

immunosuppressive agents.

Bone marrow transplantation

Prevention of graft rejection following allogeneic bone marrow and stem cell transplantation.

Prevention or treatment of graft-versus-host disease (GVHD).

Il ~D
B 5

4.4 Special warnings and precautions for use

Special excipients: Ethanol

Sandimmun contains around 12% vol. ethanol. A 500 mg dose of Sandimmun contains 500 mg
ethanol, equivalent to nearly 15 ml beer or 5 ml wine. This may be harmful in alcoholic
patients and should be taken into account in pregnant or breast-feeding women, in patients

presenting with liver disease or epilepsy, or if the patients is a child.

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).
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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.

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.

REOA, EHA (NE)

(23) #ih4 NEORALe (solution, 100 mg/mL), NEORAL® (soft gelatin capsules, 10, 25, 50 and 100
mg), SANDIMMUNE® L. V. (50 mg/mL for injection)
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INDICATIONS AND CLINICAL USE
Solid Organ Transplantation
NEORAL® capsules and oral solution and SANDIMMUNE® L.V. (cyclosporine) are indicated in

the prevention of graft rejection following solid organ transplantation and in the treatment of

transplant rejection in patients previously receiving other immunosuppressive agents.

Bone Marrow Transplantation
NEORALR® capsules and oral solution and SANDIMMUNE® L. V. (cyclosporine) are indicated in

the prevention of graft rejection following bone marrow transplantation and the prevention or

treatment of graft-versus-host disease (GVHD).

Psoriasis

NEORAL® capsules and oral solution (cyclosporine) are indicated for the treatment of severe
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psoriasis in patients for whom conventional therapy is ineffective or inappropriate.

Rheumatoid Arthritis

NEORAL® capsules and oral solution (cyclosporine) are also indicated for the treatment of
severe active rheumatoid arthritis in patients for whom classical slow-acting antirheumatic

agents are inappropriate or ineffective.

Nephrotic Syndrome

NEORAL® capsules and oral solution (cyclosporine) are indicated in adults and children for
steroid dependent and steroid resistant nephrotic syndrome due to glomerular diseases such as
minimal change nephropathy; focal and segmental glomerulosclerosis, or membranous
glomerulonephritis. NEORAL® can be used to induce remissions and to maintain them. It can also
be used for maintenance of steroid induced remissions, allowing withdrawal of, or reduction in the

dosage of steroids.
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WARNINGS AND PRECAUTIONS
Special Excipients: Ethanol
The ethanol content (see SUMMARY PRODUCT INFORMATION) should be taken into

account when given to pregnant or breast feeding women and children, to patients with liver

disease or epilepsy, and to patients with alcohol-dependence.

Special Populations

Women of child-bearing potential:

There are no special recommendations for women of child-bearing potential.

Pregnant Women:
Animal studies have shown reproductive toxicity in rats and rabbits (see DETAILED
PHARMACOLOGY).

Cyclosporine is not teratogenic in animals, but was shown to be both embryo- and feto-toxic in rats

and rabbits at 2 to 5 times the human dose.

To date, information has been received on 514 pregnancies with exposure to SANDIMMUNE®.
In most patients, the indication for cyclosporine therapy was organ transplantation.

Pregnant women receiving immunosuppressive therapies after transplantation, including
cyclosporine and cyclosporine-containing regimens, are at risk of premature delivery (<37

weeks).

Most patients who became pregnant continued cyclosporine therapy throughout pregnancy,

usually in combination with other immunosuppressive drugs and further medication.

Fetal loss occurred in 9.1% of the patients, which is within the range found in a normal
population. In 4.9% of the patients, the pregnancy was interrupted, either for medical

considerations or at the wish of the patient.
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The course of pregnancy was often complicated by disorders specific to pregnancy, in particular in
renal transplant patients, or by disorders relating to the underlying disease. A large proportion of the
pregnancies ended in preterm delivery. Accordingly, the main problems seen in the neonates relate to
prematurity, best exemplified by the short median gestation duration of 35.7 weeks in the 439
pregnancies completed, and the low median birth weight, 2291 g, of the 446 babies delivered,
including 10 twins.

It appears that premature delivery and the delivery of infants small for their age occur more often in

patients who have undergone a renal transplantation.

Out of 102 babies born to mothers treated with SANDIMMUNE®, five were born with

malformations. It is not clear what role cyclosporine has played in the complications of pregnancy.

Males treated with cyclosporine have fathered normal children.

In pregnant transplant recipients who are being treated with immunosupressants the risks of

premature births is increased.

A limited number of observations in children exposed to cyclosporine in utero is available, up to an
age of approximately 7 years. Renal function and blood pressure in these children were

normal.

However there are no adequate data in pregnant women and, therefore, NEORAL® or
SANDIMMUNE® LV. should not be used during pregnancy unless the expected benefit to the
mother outweighs the potential risk to the foetus. The ethanol content should also be taken into
account in pregnant women (see WARNINGS AND PRECAUTIONS).

Fertility
There is a limited data on the effect of NEORAL® on human fertility. No impairment in fertility
was demonstrated in studies in male and female rats (see DETAILED PHARMACOLOGY).

DETAILED PHARMACOLOGY
Reproduction and fertility

Cyclosporine is not teratogenic in animals, but was shown to be both embryo- and feto-toxic in rats

and rabbits at 2 to 5 times the human dose.

To date, information has been received on 514 pregnancies with exposure to SANDIMMUNE®.

In most patients, the indication for cyclosporine therapy was organ transplantation.

Pregnant women receiving immunosuppressive therapies after transplantation, including
cyclosporine and cyclosporine-containing regimens, are at risk of premature delivery (<37

weeks).
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Most patients who became pregnant continued cyclosporine therapy throughout pregnancy,

usually in combination with other immunosuppressive drugs and further medication.

Fetal loss occurred in 9.1% of the patients, which is within the range found in a normal

population. In 4.9% of the patients, the pregnancy was interrupted, either for medical

considerations or at the wish of the patient. The course of pregnancy was often complicated by
disorders specific to pregnancy, in particular in renal transplant patients, or by disorders relating to
the underlying disease. A large proportion of the pregnancies ended in preterm delivery.

Accordingly, the main problems seen in the neonates relate to prematurity, best exemplified by the
short median gestation duration of 35.7 weeks in the 439 pregnancies completed, and the low
median birth weight, 2291 g, of the 446 babies delivered, including 10 twins.

It appears that premature delivery and the delivery of infants small for their age occur more often in

patients who have undergone a renal transplantation.

Out of 102 babies born to mothers treated with SANDIMMUNE®), five were born with
malformations. It is not clear what role cyclosporine has played in the complications of
pregnancy.

Males treated with cyclosporine have fathered normal children.

NEORAL® should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus.

Teratological and Reproduction Studies:

Rats and rabbits were given cyclosporine 10-300 mg/kg/day in 2 % gelatin, on days 6 to 15 or 6 to
18 post-coitum. Dams and their fetuses were sacrificed at term and examined. In rats,

prenatal mortality accompanied maternal toxicity at doses of 30 mg/kg/day and above.

In rabbits, dose levels of 100 and 300 mg/kg/day proved to be increasingly embryo- and
fetotoxic. At doses which were well tolerated by the dams, cyclosporine caused neither

teratogenic nor embryolethal effects in either species.

In a peri- and post-natal study in rats, 5.0 or 15.0 mg/kg/day (p.o.) given from day 15 postcoitum
until day 21 postpartum caused no adverse effects. At 45 mg/kg/day, cyclosporine was toxic to the

females and their offspring.

Rats of both sexes were treated orally with cyclosporine 1.5, 5.0 or 15.0 mg/kg/day, from 9

weeks (males) or 2 weeks (females) prior to mating until autopsy. In FO males, 5.0 and 15.0
mg/kg/day caused toxic effects not seen with prolonged administration of 1.5 mg/kg/day. All but two
FO females tolerated the highest dose level.
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The reproductive performance of FO animals were normal except for an increased perinatal
mortality and a questionably impaired postnatal development of F1 pups in single litters at the 15
mg/kg/day dose level. Fertility of randomly selected F1 animals and the development of their

offspring was normal.

In two published research studies, rabbits exposed to cyclosporine 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 cyclosporine 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.

Mutagenicity Studies

Cyclosporine was not mutagenic in the following tests: Ames Test, using Salmonella

typhimurium; mouse Micronucleus Test; Chromosome Analysis Test, using adult Chinese

hamsters, and dominant Lethal Test in male mice.
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(24) #ih4 NEORAL®

SHE + 202 | INDICATIONS

Neoral is indicated:

@ As an immunosuppressive agent for the prevention of graft rejection following kidney,
liver and heart allogeneic transplantation.

@®For induction and/or maintenance of remission in the nephrotic syndrome. Cyclosporin is
not a first-line agent. Its use should be restricted to occasions when steroids and cytostatic
drugs have failed, or are not tolerated, or are considered inappropriate, and when renal
function is unimpaired (see PRECAUTIONS).

@®For the treatment of severe, active rheumatoid arthritis in patients for whom classical
slow-acting antirheumatic agents (including methotrexate) are inappropriate or
ineffective.

®In patients with severe psoriasis in whom conventional therapy is ineffective or

inappropriate and the disease has caused a significant interference with quality of life.

Careful monitoring of all cyclosporin-treated patients is mandatory. Cyclosporin
should only be used by medical practitioners who are experienced in the use of
immunosuppressive therapy (see PRECAUTIONS).

I-f~D PRECAUTIONS
5 General Precautions
Special Excipient: Ethanol
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Neoral oral solution and soft gelatin capsules and contain 12 % v/v ethanol and 11.8 % v/v
ethanol respectively. The Neoral ethanol content should be taken into account when
administered to pregnant or breast feeding women, patients presenting with liver disease or

epilepsy, alcoholic patients, or children.

Use in Pregnancy (Category C)

Cyclosporin was shown to be embryo- and fetotoxic in rats and rabbits at doses toxic to dams
(rat at 30 mg/kg per day and rabbit at 100 mg/kg per day orally). Toxicity was indicated by
increased pre- and postnatal mortality and reduced foetal weight together with related skeletal
retardations. In the well-tolerated dose range (rats up to 17 mg/kg per day and rabbits up to

30 mg/kg per day orally) cyclosporin did not demonstrate embryolethal or teratogenic effects.

In two published research studies, rabbits exposed to cyclosporin in utero (10 mg/kg/day
subcutaneously) had reduced numbers of nephrons. These rabbits exhibited renal
hypertrophy, systemic hypertension and progressive renal insufficiency when examined
between 11 and 35 weeks of age in one study. The relevance of these findings for humans is

unknown but cannot be dismissed.

The experience with using cyclosporin in pregnancy is still limited. Although there is no

evidence that cyclosporin has a direct teratogenic effect in man, the use of immunosuppressive
therapy in general is associated with a higher risk of complications in the mother and the
infant. Pregnant women receiving immunosuppressive therapies after transplantation,
including cyclosporin and cyclosporin-containing regimens, are at risk of premature delivery
(<37 weeks). It appears that the risk of foetal growth retardation is increased in mothers taking
immunosuppressants, including cyclosporin. In addition, a few cases of congenital
abnormalities, within the normal range, have been reported in association with cyclosporin use

during pregnancy. No causal relationship has been established.

Cyclosporin may cause immunosuppression in the infant. The long-term effects on the
offspring of mothers who have been treated with cyclosporin have not been assessed. Limited
observations in 34 children exposed to cyclosporin in utero are available, up to a median age
of 3 years (range 6 months to 7 years). Renal function was normal in all children and blood

pressure was normal in the 12 children in whom it was measured.

Female transplant recipients wishing to conceive should be informed of the above mentioned
risks and, like all drugs, cyclosporin should be used in pregnancy only if the potential benefit
justifies the potential risk to the foetus. In non-transplant patients, cyclosporin is not

recommended in pregnancy where alternative treatments are available.

The ethanol content of Neoral formulations should also be taken into account in pregnant
women (see PRECAUTIONS - Special excipient: Ethanol).

Males treated with cyclosporin have been reported to have fathered normal children.
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INDICATIONS

Sandimmun is indicated:

@ As an immunosuppressive agent for the prevention of graft rejection following kidney,
liver and heart allogeneic transplantation.

® For induction and/or maintenance of remission in the nephrotic syndrome. Cyclosporin is
not a first-line agent. Its use should be restricted to occasions when steroids and cytostatic
drugs have failed, or are not tolerated, or are considered inappropriate, and when renal
function is unimpaired (see PRECAUTIONS).

@ For the treatment of severe, active rheumatoid arthritis in patients for whom classical
slow-acting antirheumatic agents (including methotrexate) are inappropriate or ineffective.
® In patients with severe psoriasis in whom conventional therapy is ineffective or
inappropriate and the disease has caused a significant interference with quality of life.

® For the treatment of severe atopic dermatitis when other treatment is ineffective or

inappropriate.

Careful monitoring of all cyclosporin-treated patients is mandatory. Cyclosporin should
only be used by medical practitioners who are experienced in the use of
immunosuppressive therapy (see PRECAUTIONS).
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PRECAUTIONS

General Precautions

Special Excipient: Ethanol

Sandimmun soft gelatin capsules, oral solution and concentrate for intravenous infusion all
contain ethanol (ethyl alcohol). The concentrates for intraveneous infusion contain 34 % v/v
ethanol. The soft gelatin capsules contain 12.8 % v/v ethanol, and the oral solution contains
12.6 % v/v ethanol. The Sandimmun ethanol content should be taken into account when
administered to pregnant or breast feeding women, patients presenting with liver disease or

epilepsy, alcoholic patients, or children.

Use in Pregnancy (Category C)

Cyclosporin was shown to be embryo- and fetotoxic in rats and rabbits at doses toxic to dams
(rat at 30 mg/kg per day and rabbit at 100 mg/kg per day orally). Toxicity was indicated by
increased pre- and postnatal mortality and reduced foetal weight together with related skeletal
retardations. In the well-tolerated dose range (rats up to 17 mg/kg per day and rabbits up to
30 mg/kg per day orally) cyclosporin did not demonstrate embryolethal or teratogenic effects.

In two published research studies, rabbits exposed to cyclosporin in utero (10 mg/kg/day
subcutaneously) had reduced numbers of nephrons. These rabbits exhibited renal hypertrophy,
systemic hypertension and progressive renal insufficiency when examined between 11 and 35

weeks of age in one study. The relevance of these findings for humans is unknown but cannot
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be dismissed.

The present experience with using cyclosporin in pregnancy is still limited. Although there is
no evidence that cyclosporin has a direct teratogenic effect in man, the use of
immunosuppressive therapy in general is associated with a higher risk of complications in the
mother and the infant. Pregnant women receiving immunosuppressive therapies after
transplantation, including cyclosporin and cyclosporin-containing regimens, are at risk of
premature delivery (<37 weeks). It appears that the risk of foetal growth retardation is
increased in mothers taking immunosuppressants, including cyclosporin. In addition, a few
cases of foetal

abnormalities, within the normal range, have been reported in association with cyclosporin

use in pregnancy. No causal relationship has been established.

Cyclosporin may cause immunosuppression in the infant. The long-term effects on the
offspring of mothers who have been treated with cyclosporin have not been assessed. Limited
observations in 34 children exposed to cyclosporine in utero are available, up to a median age
of 3 years (range 6 months to 7 years). Renal function was normal in all children and blood

pressure was normal in the 12 children in whom it was measured.

Female transplant recipients wishing to conceive should be informed of the above mentioned
risks and like all drugs, cyclosporin should be used in pregnancy only if the potential benefit
justifies the potential risk to the foetus. In non-transplant patients, cyclosporin is

notrecommended in pregnancy where alternative treatments are available.

The ethanol content of Sandimmun formulations should also be taken into account in
pregnant women (see PRECAUTIONS — Special excipient: Ethanol).

Males treated with cyclosporin have been reported to have fathered normal children.
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DEERICET2mETH D,

12 B4 TR > 7 v AR Y 2 b STz, AR 14 fil4
BICREFRIEITIER Th o7z, FH 2.6 mt (CFRHHEIFE 1.02~6.93 1) TOR
DAXY 7 VT Z 2 AZLD GFR (glomerular filtration rate) #£E., /37
7 X/ FE IR T D RPF (renal plasma flow) | FF (filtration fraction) (GFR/RPF)
WET LT I BEHEOBERREICR TR b Rno T,

—
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6. ENANDORERTTA RFAL v

E

(1) Drugs in Pregnancy and Lactation  (11th Edition.2017)

< Pregnancy Recommendation >
74l : Limited Human Data—Animal Data Suggest Low Risk
R AEHED EFE (NO (Limited) Human Data—Animal Data Suggest Low Risk) :

Either there is no human pregnancy experience or the few pregnancy exposures have not been
associated with developmental toxicity (growth restriction, structural anomalies, functional/behavioral
deficits, or death). The drug does not cause developmental toxicity (at doses that did not cause maternal
toxicity) in all animal species studied at doses <10 times the human dose based on body surface area
(BSA) or AUC

Pregnancy Summary

Based on relatively small numbers, the use of cyclosporine during pregnancy apparently does not pose
a major risk to the fetus. Cyclosporine is not an animal teratogen (1, 2), and the limited experience in
women indicates that it is unlikely to be a human teratogen. No pattern of defects has emerged in the
few newborns with anomalies. Skeletal defects, other than the single case of osseous malformation, have
not been observed. When used as an immunosuppressant, the disease process itself makes these
pregnancies high risk and subject to numerous potential problems, of which the most common is growth
restriction. This latter problem is probably related to the mother’s disease rather than to her drug therapy,
but a contribution from cyclosporine and corticosteroids cannot be excluded. Long-term follow-up
studies are warranted, however, to detect latent effects, including those in subsequent generations. If
cyclosporine is used in pregnancy for the treatment of rheumatoid arthritis or psoriasis, healthcare
professionals are encouraged to call the toll-free number (877-311-8972) for information about patient
enrollment in the OTIS Rheumatoid Arthritis study.

1. Product information. Neoral, Sandimmune. Novartis Pharmaceuticals, 2015.

2. Christopher V, Al-Chalabi T, Richardson PD, Muiesan P, Rela M, Heaton ND, O’Grady JG, Heneghan
MA. Pregnancy outcome after liver transplantation: a single-center experience of 71 pregnancies in 45
recipients. Liver Transpl 2006;12:1138-43.

TR
(2) Reprotox®™ (Fx#&HEEH 2017.5.22)
Quick take:

Experimental animal studies do not predict an increase in congenital anomalies after pregnancy exposure
to cyclosporines. A limited number of human case reports are also reassuring. Nephrotoxicity, a drug
side-effect in adults, was identified in experimental animal offspring exposed prenatally to
cyclosporines. An observational, prospective pregnancy registry has been established to collect outcome

information.

*¢The Reproductive Toxicology Center & ¥ f&2fit SN TN TFT —H _X—2X
(http://www.reprotox.org/Default.aspx)
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(3) TERIS™* (F#&#EFEH 2017.5.22)

Magnitude of teratogenic risk to child born after exposure during gestation
UNDETERMINED

Quality and quantity of data on which risk estimate is based
LIMITED

Comments

1) Women who are treated with cyclosporine during pregnancy have serious medical problems and often
are treated with other medications concomitantly. It is impossible to separate the effects of
cyclosporine from the effects of other medications and maternal illness in available human studies of
cyclosporine teratogenicity.

2) Fetal growth retardation and prematurity are frequently observed in children born to women treated

with cyclosporine during pregnancy.

XKUY M URFEL DRI TWVSD T —Z X— X (http://depts.washington.edu/terisdb/index.html)

ERNHTA RF4 2 (FERAREIR)
(4) AARPERMm ARIF S, AREmABIES (RE)  EmARZREIA N7 4 EFRHRE 2017
CQ104-2 WA ELEVWHWLIECOEIKLD S B, FEOWRR T CTIHEEFR ThH->TH A >~
T —h Rarty b EEEETRE SN AREMERLIL?

e AE 14 & LD BRI S CITIRERI RN A 4370 B OB R R R L O OB RICRTT SR

HILL L TCTHTFATV o, 7 uRRY >, Zral AAKREHINATWD

ERATA K542 (BaBiR)
(5) AARIHREIMEYS (REE) AU E il EREBERE O 2R FEE 2015
VI BRESIHER CQY BB OIER & A HlIL ?
4. FPEIHEEO AR 2 VR R 5, (VL= B #4711, MUIIVOZ BT
YARDY, MAEMRIIMLT-ELTWD)

(fiRRR P K
» Cyclosporin < Tacrolimus |[ZIGHEIK CTH S Z &,

+ Cyclosporin X° Tacrolimus O X 9 Ze oM 31T, O E TIHIEREET & 72> TWD 08,
BB D L O ITREDIRETH VD | AR RIEMESOE 2 B CHRIZ R, IRk
DA, FIEEOMFII0T 2 2 720,

- B - FIRICOAERIFIZ I T D aEMflKIC B 28 L AEBEIFARAR EVZ D,

ENTA KF74 2 (BER)

(6) AARE Y FINEES BHRABE O : 2ROFIZUGTILZES (k)
Wﬁ%%%@ﬂ%ﬁ%ﬁ%h?% 2017

O AEARHRICE T & D3

CQ2 IRHRHIZMEH T & Do MilSRiL a2
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AT — KA b

RIS U T, BIBREERLEY, V7R ARY v X7 vl ARIMMHATETH D, (/1
— R2B: ZET U AOBSIE RO EMICTREOHENH S |, HESEOm ST 55 < H#E
"4 n BET5)))

ERNTA FT74 2 (BREKEH)

(7) AARBERFS BRI URED) BRI A R T4 ERERS (W)
MR MR LR 2T A T A > 2014 FFJERR

CQ4-3 7 u ARV AIEMTEE URED) OMmfl g zhns 2

HELERE 1 C1 (JTH 2L BBBLTH LW, 722 R I 720))

HELESC - BRMERCHE (LAY O E] R IRIEmZ) 1ER S /D7 < IRV 5 KAl
DB T, AT _REIEFI TR . L L, BBHEE TIXEEROEIRE
G S S S TR Y . fOBEREN WA IR O BRI (L3RE) o
BRIV ELIEAITH D,

CQ20 7 v AR U Thlh « FFLIw OB QLA (2B 2

HELZRE . D (RfIE - XA —T N HA RT7A4 U OFR#E) (Tbhnk 28 ohnd), Cl (FEER
SR (179 2 & &2FELTH IOV, Fo7e R

HELESL  KFROHA RT7 A4 (7 v ARV > MEPC IZ X DHHER DA K7 A 2 2004
FERERR) ROMBITAT CEIZHEZIT S 7 1 AR Y 3 - BIldioxt LT &%) T
HbH, LinL, BEMERERISIZE > TR L BIROAMZ2 BT AIETIX, 281
Bl AT A REERHDICED LR WGERH D, 7 a AR o5 525RIR
BID5GRNERHD, v/ rARY AMEHIZHTE->TiX, +oitilo B R
ANDRIBEZFDHVEND D,

WHNTA K74 (BEBHER)

(8) EBPG Expert Group on Renal Transplantation. European best practice guideline for renal
transplantation. Section IV: long-term management of the transplant recipient: IV.10. Pregnancy in
renal transplant recipients. Nephrol Dial Transplant. 2002; 17(Suppl 4): 50-5.

Table IV.8. Criteria for considering pregnancy in renal transplant recipients
1. Good general health for about 2 years after transplantation
2. Good stable allograft function [serum creatinine < 177pmol/l (2 mg/dL). preferably < 133 pmol/L (<
1.5 g/dL)]
3. No recent episodes of acute rejection and no evidence of ongoing rejection
4. Normal blood pressure of minimal anti-hypertensive regimen (only one drug)
5. Absence of or minimal proteinuria (< 0.50 g/day)
6. Normal allograft ultrasound (absence of pelvicalyceal distension)
7. Recommended immunosuppression:
Prednisone < 15 mg/day
Azathioprine < 2 mg/kg/day

Cyclosporine or tacrolimus at therapeutic levels
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MMF and sirolimus are contra-indicated

MMF and sirolimus should be stopped 6 weeks before conception is attempted

(9) Mckay DB et al. Reproduction and transplantation: report on the AST consensus conference on
reproductive issues and transplantation. Am J Tranplant. 2005; 5: 1592-9.

Table 1: Consensus Summary
Obstetrical management: :

*  Immunosuppression must be maintained during pregnancy to avoid rejection

What are the risks to the baby of a female transplant recipient?

The US registry date have failed to demonstrate any pattern of congenital anomalies associated with the
use of calcineurin inhibitors, azathioprine or steroids. While this is encouraging one must be aware that
registry numbers are still too small to permit firm conclusions regarding the use of these therapies,

especially, several newer immunosuppressive agents such as TOR inhibitors, therapeutic antibodies, or

antimetabolites such as mycophenolate mofetil.

BATA T4 (RERRB)

(10) Bae YS et al. Review of treatment options for psoriasis in pregnant or lactating women: from the
Medical Board of the National Psoriasis Foundation. ] Am Acad Dermatol. 2012; 67: 459-77.

Fig 1. Pregnancy treatment algorithm.
First line: Moisturizers, Topical Corticosteroids (preferably low to mid potency)
Second line: Narrowband UVB or Broadband UVB

Third line: TNF inhibitors (adalimumab, etanercept, infliximab), Cyclosporine, Systemic steroids in

impetigo herpetiformis

WHTA KT A4 (IMEHREE)

(11) Killick SB et al. Guidelines for the diagnosis and management of adult aplastic anemia. Br J
Haematol. 2016; 172: 187-207.

Management of AA in pregnancy
Key recommendations for management of AA in pregnancy

* Supportive care remains the mainstay of treatment of AA in pregnancy, aiming to maintain the platelet
count above 2 x 10°/1 with platelet transfusions. Grade 1C

* CSA is safe in pregnancy if needed. Grade 2C

GRADE

The BSH Guidelines Committee uses the GRADE nomenclature for evaluating levels of evidence and
assessing the strength of recommendations in all Guidance. Details are available at:
http://www.gradeworkinggroup.org/index.htm
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Quality of Evidence and criteria for assigning the quality of evidence
The quality of evidence is graded as high (A), moderate (B), low (C) or very low (D).
Type of evidence Randomized trial = high (A)
Observational study = low (C)
Any other evidence = very low (D)
Decrease* grade if * Serious or very serious limitation to study quality
* Important inconsistency
 Some or major uncertainty about directness
* Imprecise or sparse data
* High probability of reporting bias

*Each quality criteria can reduce the quality by one or, if very serious, by
two levels

Increase grade if * Strong evidence of association—significant relative risk of > 2 (< 0.5)
based on consistent evidence from two or more observational studies, with
no plausible confounders (+1)
* Very strong evidence of association—significant relative risk of > 5 ( <
0.2) based on direct evidence with no major threats to validity (+2)
* Evidence of a dose response gradient (+1)
* All plausible confounders would have reduced the effect (+1)

In general:

(A) High: further research is very unlikely to change our confidence in the estimate of effect

(B) Moderate: further research is likely to have an important impact on our confidence in the estimate
of effect and may change the estimate

(C) Low: further research is very likely to have an important impact on our confidence in the estimate of
effect and is likely to change the estimate

(D) Very Low: any estimate of effect is very uncertain

Strength of Recommendation
Strong (grade 1): Strong recommendations are made if clinicians are certain that benefits do, or do not,
outweigh risks and burdens.

Grade 1 recommendations can be applied uniformly to most patients and words such as “recommend”,
"offer” and “should” are appropriate.

Weak (grade 2): Weak recommendations are made if clinicians believe that benefits and risks and
burdens are finely balanced, or appreciable uncertainty exists about the magnitude of benefits and risks.
In addition, clinicians are becoming increasingly aware of the importance of patient values and
preferences in clinical decision making. When, across the range of patient values, fully informed patients
are liable to make different choices, guideline panels should offer weak recommendations.

Grade 2 recommendations require judicious application to individual patients and words such as

“suggest” and “consider” are appropriate.

WA R4 (BORERR)

(12) Gotestam Skorpen C et al. The EULAR points to consider for use of antirheumatic drugs before
pregnancy, and during pregnancy and lactation. Ann Rheum Dis. 2016; 75: 795-810.

The EULAR points to consider for use of antirheumatic drugs before pregnancy and during pregnancy
and lactation

Points to consider for use of antirheumatic drugs in pregnancy
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1. Conventional synthetic DMARDs proven compatible with pregnancy are hydroxychloroquine,
chloroquine, sulfasalazine, azathioprine, ciclosporin, tacrolimus and colchicine. They should be

continued in pregnancy for maintenance of remission or treatment of a disease flare.

Characteristics of studies and outcome of pregnancy exposure related to medications used to treat
rheumatic diseases, Systematic literature review-period 2008-2015
Ciclosporin Strength of evidence according to GRADE Oxford : 2a (Category II evidence from at least

one controlled study without randomisation)
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AP Gm47- ) OYFHE T A -5k, EoLBY)T
Ho72

INTGA—H AF =V | HrFaIar | R (%)
AUCprizr/Dose . N .
(ng-hr/nlL/ng) 34.4+11.14 29.4+14.19 22.7%£20.8
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Cmax/Dose (ng/mL/mg) | 10.49+3.00 | 3.93+1.87 | 248.6+239.8
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leucyl-L-alanyl-D-alanyl-N-methyl-L-leucyl-N-methyl-
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