06 Nov 2015

CellCept® (mycophenolate mofetil): teratogenic risk- important new pregnancy prevention
advice for women and men
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Dear Healthcare professional,
MEGBREEARGH

Roche Products Ltd. would like to inform you about strengthened advice for pregnancy
prevention when using CellCept
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Summary of the safety concern
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Mycophenolate is a powerful human teratogen, which increases the risk of spontaneous abortions
and congenital malformations following exposure during pregnancy. Therefore the following new
contraindications have been added to the use of CellCept:
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CellCept is contraindicated:
CellCept % it 18 A #:

* during pregnancy due to its mutagenic and teratogenic potential
MR - LA R Y Fo o fis o) T HEM -

* in women of childbearing potential not using highly effective contraceptive methods
BEHARRABREN SEAMBRE T LM -

* in women who are breastfeeding
WLk

Physicians should ensure that women and men taking CellCept understand the risk of harm to
the baby, the need for effective contraception, and the need to immediately consult a physician if
there is a possibility of pregnancy.
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Further advice on pregnancy testing
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Before starting therapy with CellCept, women of childbearing potential must have-two negative
serum or urine pregnancy tests with a sensitivity of at least 25 mIU/mL; the second test should be
performed 8-10 days after the first one and immediately before starting CellCept. Repeat
pregnancy tests should be performed during routine follow-up visits. Results of all pregnancy
tests should be discussed with the patient. Patients should be instructed to consult their physician
immediately should pregnancy occur.
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Contraception advice for women and men
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Women of child bearing potential should use two reliable forms of contraception simultaneously,
including at least one highly effective method, before beginning CellCept therapy, during therapy,
and for six weeks following discontinuation of therapy, unless abstinence is the chosen method of
contraception.
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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.

E R RLEFLSREED 00 RN AMRTAGFRERERRRE - RARKR
FORRBANEA L FTENG B EURE BN TR F 1 B AR BT
VIR AT &Y B MR AR & A R R ey AR -

BB, K B PO Ay A PR A F) 4106 R & R%B3A 1345094 Tel +8862 27153111

Roche Products Ltd. 9/F,134 Min Sheng E. Rd., Sec. 3 + 8862 2713 0630
105 Taipei, Taiwan Fax +8862 2716 0188



In addition, female partners of male patients are recommended to use highly effective
contraception during treatment and for a total of 90 days after the last dose of CellCept.
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Further background information to this safety update
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The above recommendations are made following a cumulative review of birth defects which
confirmed mycophenolate as a powerful human teratogen and showed evidence of an increased
rate of congenital malformations and spontaneous abortions associated with mycophenolate in
comparison with other medicines. Based on literature evidence:
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+ Spontaneous abortions have been reported in 45 to 49% of patients exposed to
mycophenolate mofetil during pregnancy, compared to a reported rate between 12 and 33% in
solid organ transplant patients treated with other immunosuppressants.
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«  Malformations occurred in 23-27% of live births in women exposed to mycophenolate
mofetil during pregnancy, compared to 2 to 3 % of live births in the overall population and
approximately 4 to 5% in solid organ transplant patients treated with immunosuppressants other
than mycophenolate mofetil.
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The following malformations were most frequently reported:

R W B0 T
e  Facial malformations such as cleft lip, cleft palate, micrognathia and hypertelorism of the
orbits;
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e Abnormalities of the ear (e.g. abnormally formed or absent external/middle ear) and eye
(e.g. coloboma, microphthalmos);

o HIEN(JoiMNFTEMELFRK)FRFET (RS TEM -~ DRE)
e Malformations of the fingers (e.g. polydactyly, syndactyly, brachydactyly);

o FIEEM(do S5 > HH8 - 4EEE)

e Cardiac abnormalities such as atrial and ventricular septal defects;
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e  Oesophageal malformations (e.g. oesophageal atresia);

o REWIM(wREMH)

e Nervous system malformations (such as spina bifida).
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Roche is working closely with health authorities to update the product information. Once
approved by the health authorities, the revised CellCept product information will be available on
http://www.roche.com.tw.

BRAMAIEHMEEMAENENELFENE - — AT ERMBAERLR 2N
LB %A S B RS T B KT 4 http://www.roche.com.tw 4§ 1§ -

Call for reporting
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Healthcare professionals should report any case of exposure to mycophenolate during pregnancy
(regardless of the outcome) according to national reporting requirements, in addition to any
adverse events suspected to be associated with the use of CellCept.
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Taiwan National Adverse Drug Reaction Reporting System
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Postal address: 10F, 22, Aiguo E. Rd., Zhongzheng Dist., Taipei City, Taiwan.
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dhak: 3L P EE R B R 22 3% 10 4
Phone: 02-23960100 Fax: 02-23584100
E-mail: adr@tdrf.org.tw

Website: http://adr.fda.gov.tw/

Company contact point
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Should you have any questions or require additional information regarding the use of CellCept

please feel free to contact
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Roche Products Ltd.

Postal address: 9F, 134, Min Sheng E. Rd. Section 3, Taipei, Taiwan
Phone: 02-27153111

Drug Safety: taiwan.drug_safety@roche.com

Medical Information: taiwan.medical_information@roche.com
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i i 4z 2~ Taiwan.drug_safety@roche.com

# 4 % 2:Taiwan.medical _information@roche.com

Yours sincerely,

Dr. Diana Liu
Medical Director

Roche Products Ltd.
9F 134 Min Sheng E. Rd. Section 3
Taipei Taiwan 105
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