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The plasma stability assay plays an important role in drug discovery
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compared to small molecule compounds. In order to investigate the
effects of anticoagulants, status/sources of plasma, and serum on the
metabolism of oligos, we compared the differences between: 1) EDTA-
K2 and heparin as an anticoagulant, 2) fresh plasma and frozen In house
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Methods Results
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' ' was no differences between frozen plasma and fresh plasma, or between frozen plasma
and serum.
Conclusions

1. We established the plasma stability assay and verified the accuracy of this method by determining the remaining of 2 siRNA compounds
(Patisiran and Inclisiran) in rat, monkey and human plasma and 5 ASOs compounds (Inotersen, Mipomersen, Nusinersen, Fomivirsen,
Volanesorsen) in mouse, monkey and human plasma. The remaining values of the 2 siRNA compounds were consistent with the published data.
The in vitro half-life of 5 ASOs were in agreement with their in vivo plasma half-lives.

2. Heparin anticoagulated plasma should be used in the plasma stability assay, due to the possible inhibition of nuclease activities by EDTA-K,

3. Freezing treatment had no significant effect on the activity of enzymes metabolizing oligos in plasma or serum. Contact
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