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Introduction

Results 3: Scaling Up the Process

On-column Purification and DMT Cleavage (10 mg-oligo/mL-resin load)

L Synthetic antisense oligonucleotide (ASO) therapeutics continue to provide new, effective treatments for various
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Graphic representation of DMT-protected 20-mer oligonucleotide for this study
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o We prepared a nucleobase standards mix by combining the 5 nucleobases, cytosine (C), uracil (U), guanine (G), thymine (T),

and adenine (A), and separated them using RP column.

Results 2: Optimization of the One-step On-column Purification

Wlth CO"CU rrent LOW pH DMT C|eavage J In the depurination RP assay with oligonucleotide samples, the appearance of adenine and guanine nucleobases indicates
depurination damage to the oligonucleotide.
o Uracil was added to all samples as an internal standard prior to RP analysis.
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cleavage is incomplete, and DMT-protected material is eluted during the CIP1 step.

On-column Low pH DMT Cleavage Time Course:

Conclusions
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g 120 % oligonucleotides. o The low pH treatment did not cause DNA damage, and the process demonstrates good scalability.
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500 JJ\\_jE_/LL e complete conversion to DMT-off oligonucleotides, o Taken together, this study describes an effective purification and analytical methodology for antisense
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T e e e s % oligonucleotides, which are important modalities for targeted and selective cell & gene therapy medicines.
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