Additional measures recommended preventing use of

mycophenolate in pregnancy

09.11.2015 | Circular Number P14/2015

Information on mycophenolate

Mycophenolate (mycophenolate mofetil or mycophenolic acid) is an immunosuppressant (a medicine that
suppresses the action of the immune system, the body’s natural defences) which is used with other
medicines to prevent rejection of a transplanted organ in patients given a kidney, heart or liver transplant.

Mycophenolate has been authorised centrally as CellCept since 1996, and has also been authorised through
various national procedures as Myfortic and other names.

In Malta, mycophenolate and mycophenolic acid is authorised within the following preparations;

Product Name Active Dose Pharmaceutical | Authorisation Marketing
Ingredients Form Number Authorisation Holder
A cvef Gastro-resistant Teva Pharma B.V.
Axympa Mycophenolic acid 180mg tablet MA715/04501 (utrecht)
. Gastro-resistant Teva Pharma B.V.
Axympa Mycophenolic acid 360mg tablets MA715/04502 (utrecht)
Mycophenolate N Accord Healthcare
Mofetil Mycophenolic acid 250mg Hard capsule MAO054/00102 Limited
Mycophenolate Mycophenolate Accord Healthcare
Mofetil mofetil 500mg Hard capsule MAO054/00101 Limited
Powder for
Mycophenolate Myeophenolate 500mg solution for | MAO54/00103 AeBa | Glingae
Mofetil mofetil . " Limited
infusion
Mycophenolate Herbert J. Passauer
Myclausen mofetil 250mg Hard capsules EU/1/10/647/ GmbH & Co. KG
Mycophenolate Film coated Herbert J. Passauer
Myclausen mofetil 500mg tablet EU/1/10/647/ GmbH & Co. KG
(CEETOEBENS Novartis Pharmaceuticals
Myfortic Mycophenolic acid 180mg film coated MAO088/04901 L
UK Limited
tablet
CEE IO A Novartis Pharmaceuticals
Myfortic Mycophenolic acid 360mg film coated MAO088/04902 UK Limited
tablet imite
CellCept Mycopheqolate 1gr/5mL Bawier f_or ol EU/1/96/005/ Roche Registration Ltd.
mofetil solution
CellCept Myc;%r]l:tr;?late 250mg Hard capsule EU/1/96/005/ Roche Registration Ltd.
Mycophenolate P e e
CellCept Y mF())fetiI 500mg solution for EU/1/96/005/ Roche Registration Ltd.
infusion
CellCept Mycr(:]%r;str;?late 500mg Tablets EU/1/96/005 Roche Registration Ltd.
Mycophenolate Mycopheqolate 250mg Hard capsules EU/1/07/439/ Teva Pharma B.V.
mofetil Teva mofetil
Mycophenolate Mycopheqolate 500mg Hard capsules EU/1/07/439/ Teva Pharma B.V.
mofetil Teva mofetil
Page 1
Medicines Authority

203 Level 3, Rue D'Argens, Gzira, GZR 1368 - Malta.

Tel. (+356) 23439000 Fax. (+356) 23439161 www.medIlclnesauthority.gov.mt



http://www.medicinesauthority.gov.mt/

Myfenax Mycr?]%r;:tr;?late 250mg Hard capsules EU/1/07/438/ Teva Pharma B.V.
Myfenax Mycr?]%r;:tr;?late 500mg Hard capsules | EU/1/07/438/003 Teva Pharma B.V.

Information from the European Medicines Agency about the safety concern (ie
use in pregnancy)

The European Medicines Agency (EMA) has warned that the transplant medicine mycophenolate must not
be used in pregnancy unless no suitable alternative is available to prevent transplant rejection. This follows
a routine re-assessment of the benefits and safety of these medicines, which provided updated evidence on
the risk of birth defects and spontaneous abortions when pregnant women were exposed to the medicine.

Although the product information for these medicines already contains warnings against use in pregnancy,
these will now be significantly strengthened by the addition of new contraindications, advice and
information. Updated product information will emphasise that women and men using the medicine should
use effective contraception and that pregnancy tests should be used before and during treatment as needed
to rule out unintended pregnancy. In addition, it is good practice that HCPs explain the risks to patients and
their partners, and educational material will be produced for patients and healthcare professionals to assist
with this.

In Malta

Healthcare professionals

Mycophenolate (mycophenolate mofetil or mycophenolic acid) is a confirmed teratogen associated
with an increased rate of spontaneous abortion and congenital malformation compared with other
immunosuppressants.

It must not be used during pregnancy unless there is no suitable alternative to prevent transplant
rejection. Pregnancy should be ruled out by use of a sensitive serum or urine test; one test 8 to 10
days before starting mycophenolate and another immediately before starting the medicine is
recommended.

Mycophenolate should not be used in women of childbearing potential unless they are using highly
effective contraception. Women should use two reliable methods of contraception simultaneously
before starting and during therapy, and for 6 weeks after stopping treatment.

Sexually active (including vasectomised) men taking mycophenolate are recommended to use
condoms for sex during treatment and for 90 days thereafter; partners of childbearing potential are
also recommended to use highly effective contraception for the same period.

Patients should be advised not to donate blood during or for 6 weeks after stopping treatment, and
men should not donate sperm during therapy or for 90 days after stopping.

Patients should be counselled to make sure they understand the risks and the measures required to
minimise them. They should be advised not to stop mycophenolate without speaking to a
healthcare professional, and to consult immediately if they believe they may have become
pregnant.

A Direct Healthcare Professional Communication (DHPC) and educational materials from the
company about the teratogenic risk and giving advice on contraception and pregnancy testing will
be provided.
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EMA’s recommendations are based on the assessment of updated evidence on the teratogenic
risks.

A cumulative review found that around 45 to 49% of pregnancies in women exposed to
mycophenolate resulted in spontaneous abortion, compared with reported frequencies of 12 to 33%
in solid organ transplant patients treated with other immunosuppressants.

The reported incidence of malformation in the offspring of mothers exposed to mycophenolate
during pregnancy is 23 to 27% compared with 4 to 5% in transplant patients treated with other
immunosuppressants, and 2 to 3% in the overall population. Malformations associated with
mycophenolate have included abnormalities of the ear, eye and face, congenital heart disease
including septal defects, polydactyly or syndactyly, tracheo-oesophageal malformations such as
oesophageal atresia, effects on the nervous system such as spina bifida, and renal abnormalities.

Information for patients

Mycophenolate medicines are intended for patients who have had an organ transplant. They help
prevent the body rejecting the transplanted organ by suppressing the immune system.

If a pregnant woman is exposed to mycophenolate, either by taking it herself or through
unprotected sex with a man taking the medicine, it is likely to harm the developing baby. About
half of all pregnancies in women taking the medicine end in miscarriage, and around a quarter of
surviving babies are born with birth defects.

Mycophenolate must therefore not be used in women who are pregnant or might become pregnant
unless there is no suitable alternative treatment to prevent transplant rejection.

Before starting the medicine, women who could become pregnant should undergo pregnancy
testing. One test about 8 to 10 days before starting and another immediately before starting
treatment are recommended. Pregnancy tests should be repeated if necessary during treatment (for
example, if contraception is missed).

Women who are able to become pregnant should use two reliable methods of contraception
simultaneously during treatment with mycophenolate, and for 6 weeks after stopping.

Sexually active men taking mycophenolate are recommended to use condoms during sex and to
continue doing so for at least 90 days after stopping treatment; their female partners should also
use effective contraception during the same period.

Patients taking mycophenolate should also not donate blood during treatment or for 6 weeks
afterwards, and men should not donate sperm during treatment or for 90 days after stopping.

Patients should not stop taking the medicine without advice. If women think they may have
become pregnant during treatment they must consult their doctor immediately.

Patients will be provided with information and counselling on the possible risks if mycophenolate
is used during pregnancy. Patients who have any concerns should consult a healthcare professional.

Reporting Adverse Drug Reactions

Healthcare professionals and patients are encouraged to maintain vigilance on mycophenolate medicines.
Suspected Adverse Drug Reactions (side effects) or medication errors may be reported using the Medicines
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Authority ADR reporting form or online at http://www.medicinesauthority.gov.mt/adrportal or to the
marketing authorisation holder or their local representatives.

Prof. John J Borg PhD (Bristol)
Post-licensing Director

Healthcare professionals and patients are encouraged to regularly check the Medicine
Authority website for product safety updates as these are issued on an ongoing basis.
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