Drug substance: rosuvastatin calcium

2.5 Depression

Assessor’s Comment:

The MAH ’s conclusion is not agreed with. The fopic of depression is currently under
discussion in the Pharmacovigilance Working Party (PhVIWP). Previously the Phl/IWWP
concluded that depression should be listed in the SPC of all statins, including rosuvastatin.
This is reaffirmed by several reports with positive dechallenge described in this PSUR.
Recovery after medicine withdrawal is an important pointer to a causal relationship.

Furthermore, time to onset was reasonably consistent. Therefore, depending on the final
conclusion of the PhV WP the SPC should be adapted.
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2.9 Sexual dystfunction

Assessor’s Comment:

The topic sexual dysfunction is currently under discussion in the Pharmacovigilance Working
Party (PhYVWP). Previously the PhVIVP concluded that sexual dysfunction should be listed in
the SPC of all statins, including rosuvastatin. This is reaffirmed by several reports with
positive dechallenge and one report of positive rechallenge described in this PSUR. Recovery
after medicine withdrawal is an important pointer to a causal relationship. Therefore,

depending on the final conclusion of the PhVVWP the SPC should be adapted.

AstraZeneca Response:

In July 2008 the PhVWP had sent AstraZeneca a request for comments on potential class
labelling for all statins to which AstraZeneca sent a response asking for further information on
these adverse events as 1dentified by the PhVWP. In February 2009, the PhVWP sent some
information and this, together with a response from AstraZeneca, 1s enclosed within Appendix
B. Before agreeing to any amendments to the SPC and PIL, AstraZeneca would like to review
the final conclusion report prepared by the PhVWP and any supporting data on these adverse
effects of statins as a class.

2.10 Sleep disturbance

Assessor’s Comment:

The topic of sleep disturbances is currently under discussion in the Pharmacovigilance
Working Party (PhVIVP). Previously the Phl/WP concluded that sleep disturbances, including
insomnia and nightmares should be listed in the SPC of all statins, including rosuvastatin.
This is reaffirmed by several reports with positive dechallenge described in this PSUR.
Recovery after medicine withdrawal is an important pointer to a causal relationship.
Furthermore, time to onset was reasonably consistent. Therefore, depending on the final

conclusion of the PhITWP the SPC should be adapted.
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Response to the Preliminary Assessment Report of PSUR #11
Drug substance: rosuvastatin calcium
Date: 06 May 2009

2:12.3 Statin-induced lung injury: a case report, Lee and Chang.

Assessor’s Comment:

The topic of statin induced lung injury is currently under discussion in the Pharmacovigilance
Working Party (PhVIVP). Previously the PhlV WP concluded that a warning on interstitial lung
disease should be included in section 4.4 and exceptional cases of interstitial lung disease,
especially with long term therapy, should listed in section 4.8 the SPC of all statins, including
rosuvastatin. Therefore, depending on the final conclusion of the PhVIWWP the SPC should be
adapted.

AstraZeneca Response:

In July 2008 the PhVWP had sent AstraZeneca a request for comments on potential class
labelling for all statins to which AstraZencca sent a response asking for further information on
these adverse events as 1dentified by the PhVWP. In February 2009, the PhVWP sent some
information and this, together with a response from AstraZeneca, 1s enclosed within Appendix
B. Before agreeing to any amendments to the SPC and PIL, AstraZeneca would like to review
the final conclusion report prepared by the PhVWP and any supporting data on these adverse
effects of statins as a class.
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