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Conclusions

These findings Indicate that ~CKD stage 3 in mice has only moderate effects (<2-fold at dose levels of 12.5-50 mg/kg for RG-012 and 5-15 mg/kg for RG-101) on the plasma and tissue disposition of
ooth unconjugated and GalNAc-conjugated antimiRs. However, ~CKD stages 4-5 In mice produces somewhnat greater magnitude effects (exposure In liver increased ~2-4 fold, decreased in kidney ~2-
8 fold). In general, the nature of the effects closerved appear consistent with expectations. These findings will require clinical confirmation In trials with renal impaired subjects.  If clinically translatable, the
impact of such ooserved exposure effects will depend upon the target organ, therapeutic index of the antimi=, and duration of treatment, and may Not necessarlly warrant potential dosage adjustment
aven In patients with severe impaimment or ESRD.
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