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Introduction

The oligonucleotide therapeutics market is growing, and the pipeline is diverse.
With more than 2000 oligo therapeutics in development and 20 commercialized
oligonucleotide drugs on the market to date, the potential for these highly specific
sequences is being realized and is set to continue.

As this pipeline increases, scalability and productivity becomes critical to bring the
life-changing siRNA and antisense oligo therapies to a global patient population.

Scaleup anion exchange purification of trityl off D21-mer oligo using
Capto Q ImpRes resin shows high purity after single-step purification

Scale up purification on AKTA pilot™ 600 system. A total of 27 g of crude oligo diluted 10% in 10 mM
NaOH was loaded. The material was eluted using a linear gradient of 7.5%B to 72%B at 15 CV against
10 mM NaOH, 1M NaCl (Fig 2). The eluate was collected in 1 L fractions to a total of fifteen fractions and
analyzed on HPLC for full-length product purity. Best recovery at purity of 95% or more was obtained

using the green pooling strategy (Fig 3).

Dynamic binding capacity of screened resins

Table 2. Dynamic binding capacity for the three screened resins using a
residence time of 1.25 min at 10% breakthrough
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was 6.6 mg/mL (Fig 6 and Table 4). The recovery was 90%
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Conclusions

» Scale up of Capto Q ImpRes using in the ReadyToProcess format showed purity of > 95% with recovery of > 89%.

» Oligonucleotides having a length of ~ 20 bases can be successfully purified in a single-use format by a downstream process
not requiring stainless steel equipment or organic solvents.

» 3 kDa Centramate Omega cassettes enable efficient buffer exchange and concentration with high recovery for final formulation.
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