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e Currently, there are no scientific data available on the use of CFTR modulators
in organ transplant recipients due to the potential for significant drug interactions
with calcineurin inhibitors which are the mainstay of immunosuppression therapy
post organ transplantation and are substrates of CYP3AA4.
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* |vacaftor, CYP3A4 inhibition could lead to elevated levels of these
immunosuppressants with the subsequent risk of opportunistic

infection and nephrotoxicity.
* |n contrast, the combination of lumacaftor and ivacaftor will

serve to lower levels of immunosuppression, with the
consequent risk of organ rejection.

* These risks are particularly pertinent due to the narrow
therapeutic index of these agents.
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* The case for the use of CFTR modulation therapy in lung transplant
recipients is not so clear.

e Case series have described improvements in the multi-system
manifestations of CF, but the primary outcome of all clinical trials have
been in relation to pulmonary outcomes, which would not be influenced
in this scenario.

* The nutritional gains reported with ivacaftor and lumacaftor/ivacaftor
may benefit some patients with lung transplants.

* Additionally, there appears to be a quality of life benefit achieved with
therapy even in those patients who had normal lung function at baseline
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Patients after organ transplantation

IVA/TEZ/ELX in combination with 1vacaftor has not been studied in patients with CF who have
undergone organ transplantation. Therefore. use in transplanted patients is not recommended. See
section 4.5 for interactions with commonly used immunosuppressants.

Kaftrio - EMEA/H/C/005269
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Centro FC Milano
IMPIEGO DI VX445 - TEZACAFTOR - IVACAFTOR

4 pazienti su 5 centro adulti sospesi dalla lista di trapianto
bipolmonare

3 pazienti su 4 Centro pediatrico sospesi dalla lista di trapianto
bipolmonare
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CONCLUSIONI

* INDICAZIONI AUTORITA’ REGOLATORIE NEGATIVE PER UTILIZZAZIONE MODULATORI NEL
PAZIENTE TRAPIANTATO

* L'UTILIZZAZIONE DEI MODULATORI CONSENTE UN MIGLIORAMENTO IMPORTANTE E TALE DA
POTER SOSPENDERE DIVERSI PAZIENTI DALLA LISTA TRAPIANTO

* NECESSARI STUDI CLINICI SUL POTENZIALI BENEFICI E SICUREZZA D’USO DEI MODULATORI NEL

TRAPIANTATO DI POLMONE
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