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4.3 Contraindications

« CellCept should not be given to women of childbearing potential who
are not using highly effective contraception (see section 4.6).

+ CellCept treatment should not be initiated in women of child bearing
potential without providing a pregnancy test result to rule out
unintended use in pregnancy (see section 4.6).

« CellCept should not be used in pregnancy unless there is no suitable
alternative treatment to prevent transplant rejection (see section 4.6).

« CellCept should not be given to women who are breastfeeding (see

section 4.6).

WARNING: EMBRYOFETAL TOXICITY, MALIGNANCIES AND
SERIOUS INFECTIONS
Use during pregnancy is associated with increased risks of first trimester
pregnancy loss and congenital malformations. Females of reproductive
potential (FRP) must be counseled regarding pregnancy prevention and
planning (see WARNINGS and PRECAUTIONS).

4.4 Special warnings and precautions for use

Teratogenic effects

Mycophenolate is a powerful human teratogen. Spontaneous abortion
(rate of 45-49%) and congenital malformations (estimated rate of 23-
27%) have been reported following MMF exposure during pregnancy.
Therefore CellCept is contraindicated in pregnancy unless there are no
suitable alternative treatments to prevent transplant rejection. Female and
male patients of reproductive potential should be made aware of the risks
and follow the recommendations provided in section 4.6. (e.g.
contraceptive methods, pregnancy testing) prior to, during, and after

therapy with CellCept. Physicians should ensure that women and men
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WARNINGS
(see boxed WARNING)
Embryofetal Toxicity
Mycophenolate mofetil (MMF) can cause fetal harm when
administered to a pregnant female. Use of MMF during pregnancy is
associated with an increased risk of first trimester pregnancy loss and
an increased risk of congenital malformations, especially external ear
and other facial abnormalities including cleft lip and palate, and
anomalies of the distal limbs, heart, esophagus, kidney and nervous
system (see PRECAUTIONS: Pregnancy).
Pregnancy Exposure Prevention and Planning
Females of reproductive potential must be made aware of the increased
risk of first trimester pregnancy loss and congenital malformations and
must be counseled regarding pregnancy prevention and planning. For
recommended pregnancy testing and contraception methods (see

PRECAUTIONS: Pregnancy Exposure Prevention and Planning).

taking mycophenolate understand the risk of harm to the baby, the need
for effective contraception, and the need to immediately consult their

physician if there is a possibility of pregnancy.

Contraception (see section 4.6)

Because of the genotoxic and teratogenic potential of CellCept, women
with childbearing potential should use two reliable forms of contraception
simultaneously before starting CellCept therapy, during therapy, and for
six weeks after stopping the therapy; unless abstinence is the chosen

method of contraception (see section 4.5).

Sexually active men are recommended to use condoms during treatment
and for at least 90 days after cessation of treatment. Condom use applies

for both reproductively competent and vasectomized men, because the
risks associated with the transfer of seminal fluid also apply to men who
have had a vasectomy. In addition, female partners of male patients
treated with CellCept are recommended to use highly effective
contraception during treatment and for a total of 90 days after the last dose
of CellCept.

Educational materials

In order to assist patients in avoiding foetal exposure to mycophenolate
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and to provide additional important safety information, the Marketing
Authorisation holder will provide educational materials to healthcare
professionals. The educational materials will reinforce the warnings about
the teratogenicity of mycophenolate, provide advice on contraception
before therapy is started and guidance on the need for pregnancy testing.
Full patient information about the teratogenic risk and the pregnancy
prevention measures should be given by the physician to women of

childbearing potential and, as appropriate, to male patients.

PRECAUTIONS

Pregnancy Exposure Prevention and Planning
Females of reproductive potential must be made aware of the increased
risk of first trimester pregnancy loss and congenital malformations and
must be counseled regarding pregnancy prevention and planning.
Females of reproductive potential include girls who have entered puberty
and all women who have a uterus and have not passed through
menopause. Menopause is the permanent end of menstruation and
fertility. Menopause should be clinically confirmed by a patient’s
healthcare practitioner. Some commonly used diagnostic criteria include
1) 12 months of spontaneous amenorrhea (not amenorrhea induced by a
medical condition or medical therapy) or 2) postsurgical from a bilateral

oophorectomy.

4.6 Pregnancy and lactation

Contraception in males and females

CellCept is contraindicated in women of childbearing potential who are not

using highly effective contraception.

Because of the genotoxic and teratogenic potential of CellCept, women
with childbearing potential should use two reliable forms of contraception
simultaneously before starting CellCept therapy, during therapy, and for
six weeks after stopping the therapy; unless abstinence is the chosen

method of contraception (see section 4.5).

Sexually active men are recommended to use condoms during treatment

and for at least 90 days after cessation of treatment. Condom use applies

10
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Pregnancy Testing
To prevent unplanned exposure during pregnancy, females of
reproductive potential should have a serum or urine pregnancy test with
a sensitivity of at least 25 mlU/mL immediately before starting CellCept.
Another pregnancy test with the same sensitivity should be done 8 to 10
days later. Repeat pregnancy tests should be performed during routine
follow-up visits. Results of all pregnancy tests should be discussed with

the patient.

In the event of a positive pregnancy test, females should be counseled
with regard to whether the maternal benefits of mycophenolate treatment

may outweigh the risks to the fetus in certain situations.

Contraception
Females of reproductive potential taking CellCept must receive
contraceptive counseling and use acceptable contraception (see Table 8
for acceptable contraception methods). Patients must use acceptable birth
control during entire CellCept therapy, and for 6 weeks after stopping
CellCept, unless the patient chooses abstinence (she chooses to avoid
heterosexual intercourse completely).

Patients should be aware that CellCept reduces blood levels of the hormones

in the oral contraceptive pill and could theoretically reduce its effectiveness

for both reproductively competent and vasectomized men, because the
risks associated with the transfer of seminal fluid also apply to men who
have had a vasectomy. In addition, female partners of male patients treated
with CellCept are recommended to use highly effective contraception

during treatment and for a total of 90 days after the last dose of CellCept.

Pregnancy
CellCept is contraindicated during pregnancy unless there is no suitable

alternative treatment to prevent transplant rejection. Treatment should not
be initiated without providing a negative pregnancy test result to rule out

unintended use in pregnancy.

Female and male patients of reproductive potential must be made aware of
the increased risk of pregnancy loss and congenital malformations at the
beginning of the treatment and must be counseled regarding pregnancy

prevention and planning.

Before starting CellCept treatment, women of child bearing potential
should have a pregnancy test in order to exclude unintended exposure of
the embryo to mycophenolate. Two serum or urine pregnancy tests with a
sensitivity of at least 25 mlU/mL are recommended; the second test should

be performed 8 — 10 days after the first one and immediately before starting

11




KETATSCE (2015 45 7 HEGETHR)

RRMNEAT SCE (2016 4 1 EGETHR)

(see PRECAUTIONS: Information for Patients and PRECAUTIONS: Drug

Interactions: Oral Contraceptives).

Table 8 Acceptable Contraception Methods for Females of Reproductive

Potential

Pick from the following birth control options:

Option 1
Methods to Use Alone

* Intrauterine devices (IUDs)
* Tubal sterilization

« Patient’s partner had a vasectomy

OR
Option 2 Hormone Barrier Methods
Methods choose 1
choose 1
Choose One | Estrogen and | AND e Diaphragm
Hormone Progesterone with spermicide
Method AND | ¢ Oral e Cervical cap
One Barrier | Contraceptive with spermicide
Method Pill « Contraceptive
e Transdermal sponge
patch « Male condom
« Vaginal ring . Female
Progesterone- condom

mycophenolate mofetil.

Pregnancy tests should be repeated as clinically required (e.g. after any gap
in contraception is reported). Results of all pregnancy tests should be
discussed with the patient. Patients should be instructed to consult their

physician immediately should pregnancy occur.

Mycophenolate is a powerful human teratogen, with an increased risk of
spontaneous abortions and congenital malformations in case of exposure
during pregnancy;

- Spontaneous abortions have been reported in 45 to 49% of pregnant
women exposed to mycophenolate mofetil, compared to a reported rate
of between 12 and 33% in solid organ transplant patients treated with
immunosuppressants other than mycophenolate mofetil.

- Based on literature reports, malformations occurred in 23 to 27% of live
births in women exposed to mycophenolate mofetil during pregnhancy
(compared to 2 to 3 % of live births in the overall population and
approximately 4 to 5% of live births in solid organ transplant recipients
treated with immunosuppressants other than mycophenolate mofetil).

Congenital malformations, including reports of multiple malformations,

have been observed post- marketing in children of patients exposed to

CellCept

pregnancy. The following malformations were most frequently reported:

in combination with other immunosuppressants during

12
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only
« Injection
 Implant
OR
Option 3 Barrier Methods Barrier Methods
choose 1 choose 1
Choose One | »  Diaphragm | AND « Male condom
Barrier Method | with spermicide . Female
from each | » Cervical cap condom
column  (must | with spermicide
choose two | « Contraceptive
methods) sponge

Pregnancy Planning

For patients who are considering pregnancy, consider alternative

immunosuppressants with less potential for embryofetal toxicity. Risks

and benefits of CellCept should be discussed with the patient.

Information for Patients

See Medication Guide

 Inform females of reproductive potential that use of CellCept during

- Abnormalities of the ear (e.g. abnormally formed or absent
external/middle ear), external auditory canal atresia;

- Congenital heart disease such as atrial and ventricular septal defects;

- Facial malformations such as cleft lip, cleft palate, micrognathia and
hypertelorism of the orbits;

- Abnormalities of the eye (e.g. coloboma);

- Malformations of the fingers (e.g. polydactyly, syndactyly);

- Tracheo-Oesophageal malformations (e.g. oesophageal atresia);

- Nervous system malformations such as spina bifida;

- Renal abnormalities.

In addition there have been isolated reports of the following

malformations:

- Microphthalmia;

- congenital choroid plexus cyst;

- septum pellucidum agenesis;

- olfactory nerve agenesis.

Studies in animals have shown reproductive toxicity (see section 5.3).

Breast-feeding
Mycophenolate mofetil has been shown to be excreted in the milk of

13
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pregnancy is associated with an increased risk of first trimester pregnancy
loss and an increased risk of congenital malformations, and advise them
as to the appropriate steps to manage these risks, including that they must
use acceptable contraception (see WARNINGS: Embryofetal Toxicity,
PRECAUTIONS: Pregnancy Exposure Prevention and Planning).

» Discuss pregnancy testing, pregnancy prevention and planning with
females of reproductive potential. In the event of a positive pregnancy
test, females should be counseled with regard to whether the maternal
benefits of mycophenolate treatment may outweigh the risks to the fetus
in certain situations.

 Females of reproductive potential must use acceptable birth control during
entire CellCept therapy and for 6 weeks after stopping CellCept, unless
the patient chooses to avoid heterosexual intercourse completely
(abstinence) (see PRECAUTIONS: Pregnancy Exposure Prevention and
Planning, Table 8).

« For patients who are considering pregnancy, discuss appropriate alternative
immunosuppressants with less potential for embryofetal toxicity. Risks
and benefits of CellCept should be discussed with the patient.

* Advise patients that they should not breastfeed during CellCept therapy.

Pregnancy
Pregnancy Category D. See WARNINGS section.

lactating rats. It is not known whether this substance is excreted in human
milk. Because of the potential for serious adverse reactions to
mycophenolate mofetil in breast-fed infants, CellCept is contraindicated in

nursing mothers (see section 4.3).

14
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Use of MMF during pregnancy is associated with an increased risk of first
trimester pregnancy loss and an increased risk of congenital
malformations, especially external ear and other facial abnormalities
including cleft lip and palate, and anomalies of the distal limbs, heart,
esophagus, kidney, and nervous system. In animal studies, congenital
malformations and pregnancy loss occurred when pregnant rats and
rabbits received mycophenolic acid at dose multiples similar to and less
than clinical doses. If this drug is used during pregnancy, or if the patient
becomes pregnant while taking this drug, the patient should be apprised

of the potential hazard to the fetus.

Risks and benefits of CellCept should be discussed with the patient. When
appropriate, consider alternative immunosuppressants with less potential
for embryofetal toxicity. In certain situations, the patient and her
healthcare practitioner may decide that the maternal benefits outweigh the
risks to the fetus. For those females using CellCept at any time during
pregnancy and those becoming pregnant within 6 weeks of discontinuing
therapy, the healthcare practitioner should report the pregnancy to the
Mycophenolate Pregnancy Registry (1-800-617-8191). The healthcare
practitioner should strongly encourage the patient to enroll in the

pregnancy registry. The information provided to the registry will help the
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healthcare community better understand the effects of mycophenolate in
pregnancy.

In the National Transplantation Pregnancy Registry (NTPR), there were
data on 33 MMF-exposed pregnancies in 24 transplant patients; there
were 15 spontaneous abortions (45%) and 18 live-born infants. Four of
these 18 infants had structural malformations (22%). In postmarketing
data (collected 1995-2007) on 77 females exposed to systemic MMF
during pregnancy, 25 had spontaneous abortions and 14 had a malformed
infant or fetus. Six of 14 malformed offspring had ear abnormalities.
Because these postmarketing data are reported voluntarily, it is not always
possible to reliably estimate the frequency of particular adverse
outcomes. These malformations are similar to findings in animal
reproductive toxicology studies. For comparison, the background rate for
congenital anomalies in the United States is about 3%, and NTPR data
show a rate of 4-5% among babies born to organ transplant patients using

other immunosuppressive drugs.

Nursing Mothers

Studies in rats treated with mycophenolate mofetil have shown
mycophenolic acid to be excreted in milk. It is not known whether this
drug is excreted in human milk. Because many drugs are excreted in

human milk, and because of the potential for serious adverse reactions in
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nursing infants from mycophenolate mofetil, a decision should be made
whether to discontinue nursing or to discontinue the drug, taking into

account the importance of the drug to the mother.

ADVERSE REACTIONS

Postmarketing Experience
Congenital Disorders: Embryofetal Toxicity: Congenital malformations,
including ear, facial, cardiac and nervous system malformations and an
increased incidence of first trimester pregnancy loss have been reported
following exposure to mycophenolate mofetil during pregnancy (see
PRECAUTIONS: Pregnancy).

4.8 Undesirable effects
Pregnancy, puerperium and perinatal conditions
Cases of spontaneous abortions have been reported in patients exposed to

mycophenolate mofetil, mainly in the first trimester, see section 4.6.

Pregnancy
In animal reproductive toxicology studies, there were increased rates of
fetal resorptions and malformations in the absence of maternal toxicity.
Female rats and rabbits received mycophenolate mofetil (MMF) doses
equivalent to 0.02 to 0.9 times the recommended human dose for renal
and cardiac transplant patients, based on body surface area conversions.
In rat offspring, malformations included anophthalmia, agnathia, and
hydrocephaly. In rabbit offspring, malformations included ectopia cordis,

ectopic kidneys, diaphragmatic hernia, and umbilical hernia.

5.3 Preclinical safety data

Two genotoxicity assays (in vitro mouse lymphoma assay and in vivo
mouse bone marrow

micronucleus test) showed a potential of mycophenolate mofetil to cause
chromosomal aberrations.

These effects can be related to the pharmacodynamic mode of action, i.e.
inhibition of nucleotide synthesis in sensitive cells. Other in vitro tests for

detection of gene mutation did not demonstrate genotoxic activity.

Mycophenolate mofetil had no effect on fertility of male rats at oral doses
up to 20 mg/kg/day. The systemic exposure at this dose represents 2 — 3

times the clinical exposure at the recommended clinical dose of 2 g/day in
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renal transplant patients and 1.3 — 2 times the clinical exposure at the
recommended clinical dose of 3 g/day in cardiac transplant patients. In a
female fertility and reproduction study conducted in rats, oral doses of 4.5
mg/kg/day caused malformations (including anophthalmia, agnathia, and
hydrocephaly) in the first generation offspring in the absence of maternal
toxicity. The systemic exposure at this dose was approximately 0.5 times
the clinical exposure at the recommended clinical dose of 2 g/day for renal
transplant patients and approximately 0.3 times the clinical exposure at the
recommended clinical dose of 3 g/day for cardiac transplant patients. No
effects on fertility or reproductive parameters were evident in the dams or

in the subsequent generation.

In teratology studies in rats and rabbits, foetal resorptions and
malformations occurred in rats at 6 mg/kg/day (including anophthalmia,
agnathia, and hydrocephaly) and in rabbits at 90 mg/kg/day (including
cardiovascular and renal anomalies, such as ectopia cordis and ectopic
kidneys, and diaphragmatic and umbilical hernia), in the absence of
maternal toxicity. The systemic exposure at these levels is approximately
equivalent to or less than 0.5 times the clinical exposure at the
recommended clinical dose of 2 g/day for renal transplant patients and
approximately 0.3 times the clinical exposure at the recommended clinical

dose of 3 g/day for cardiac transplant patients (see section 4.6).
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