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IMPORTANT SAFETY INFORMATION

Dear Doctor,

Wyeth, in agreement with the Medicines Evaluation Board (College ter Beoordeling van
Geneesmiddelen, CBG) and the Dutch Health Care Inspectorate (Inspectie voor de
Gezondheidszorg, IGZ), wishes to inform you about important safety information
regarding the use of Rapamune® (sirolimus) in de novo lung transplant patients. Wyeth
has received post-marketed reports of bronchial anastomotic dehiscence, including fatal
cases, in patients treated with Rapamune® in combination with tacrolimus and
corticosteroids. Two centers have reported this serious adverse event in lung transplant
recipients in whom this immunosuppressive regimen was initiated at the time of
transplantation. At one center, four of fifteen (4/15) patients developed bronchial
anastomotic dehiscence; a fatal outcome was identified in three of these four patients'.

Wyeth wishes to draw your attention to the following:

. Cases of bronchial anastomotic dehiscence, some fatal, have been reported in de novo
lung transplant patients when sirolimus has been used as part of an immunosuppressive
regimen.

. The safety and efficacy of Rapamune in lung transplant patients as
immunosuppressive therapy has not been established, and, therefore, such use is not
recommended.

Rapamune is indicated for the prophylaxis of organ rejection in adult patients at low to
moderate immunological risk receiving a renal transplant. It is recommended that
Rapamune be used initially in combination with cyclosporine microemulsion and
corticosteroids for 2 to 3 months. Rapamune may be continued as maintenance therapy
with corticosteroids only if cyclosporine can be progressively discontinued. Increased
susceptibility to infection and the possible development of lymphoma and malignancy,
especially of the skin, may result from immunosuppression. Only physicians experienced
in the use of immunosuppressive therapy and the management of transplant patients
should use Rapamune. Patients receiving the drug should be managed in facilities
equipped and staffed with adequate laboratory and supportive medical resources. The
physician responsible for maintenance therapy should have complete information
requisite for the follow-up of the patient.
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Please share this information with your colleagues involved in the care of transplant
patients. For any questions or concerns you may contact 1. Boltje-van Hooft, M.D. Ph.D.,
Senior Medical Advisor Hospital Products (tel. 023-5672574).

Best regards,

Judith van Tol
Drug Safety Officer

Wyeth Pharmaceuticals
The Netherlands

Voor het snel onderkennen van bijwerkingen blijven spontane meldingen van groot
belang. In Nederland kunt u vermoede bijwerkingen van geneesmiddelen melden bij
Wyeth of bij de stichting Lareb. U kunt daarvoor gebruik maken van het
meldingsformulier dat u op internet kunt vinden (http://www.lareb.nl) of als bijlage in het
Farmaceutisch Kompas.

! Data on file.
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