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¢ The recommended duration of contraception in- male patients should be uniil the end of relevant systemic
exposure to the genotoxic compound incl. potential genotoxic metabolites (i.e. five hatf-lives after the last dose)
plus 90 days. The same would be true for a pure aneugenic compound,
*  The recommended duration of contraception in female subjects participating in clinical trials should be until the
end of relevant systemic exposure incl. potential genotoxic metabolites (i.e. five half-lives after the last dose) plus
6 months. In the more theoretical case of treatment with a pure aneugenic pharmaceutical recommended duration
of contraception should be until the end of relevant systemic exposure (i.e. five half-lives after the last dose) plus
1 month.
¢ With regard to the recommendation of the half-life based additional time period for contraception, practical as
well as worst-case scenario approaches should be apphied.
*  Genotoxicity/genetic damage at the level of the germ cells and/or conceptus may deserve particular attention due
to its potential irreversible nature. This is independent of the therapeutic indication. Therefore, the
recommendations should apply to any genotoxic active substance regardless of its therapeutic indication.
However, these recommendations should not apply io active substances whose mechanism of genotoxicity is
known to have a threshold which is not expected to be attained in patients.
*  Further considerations, scientific background and conclusions are mentioned in the recommendation.
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Health care professionals and patients are encouraged to report adverse events or side effects to JFDA through the foliowing channels:

- email: jpedifda jo
- website: hitng //primanTeponting, who-ume ory/fO J, i&
- Phone Ne: +962-6-5632000 v
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