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Manufacturing and quality control of oligonucleotide therapeuticsManufacturing and quality control of oligonucleotide therapeutics g q y g p
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responsible for oligonucleotide losses poor chromatographic peakresponsible for oligonucleotide losses, poor chromatographic peakresponsible for oligonucleotide losses, poor chromatographic peak 
h d t d ibilit T dd thi h ll W t Fi 3 M difi ti f th 21 li l tidshapes or poor data reproducibility To address this challenges Waters Figure 3 Modifications of the 21-mer oligonucleotideshapes or poor data reproducibility. To address this challenges, Waters Figure 5 Carryover evaluation showing the UV chromatogram of a blank injection
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B picomole oligonucleotide loaded on column) There is no detectable signal from the 21surface specifically designed to address difficult to analyze analytes B picomole oligonucleotide loaded on-column). There is no detectable signal from the 21surface specifically designed to address difficult to analyze analytes – B p g ) g
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l t th h ifi d ti t th i t d t l f f d iMaxPeakTM High Performance Surfaces (HPS) [2] The recently analyte through non-specific adsorption to the various coated metal surfaces found inMaxPeak High Performance Surfaces (HPS) [2]. The recently analyte through non-specific adsorption to the various coated metal surfaces found in MaxPeak  High Performance Surfaces (HPS) [2]. The recently 
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thi t t ti
g g g p g

i iti f 21 t l (A) UV h t d d ACQUITY
g p y

oligonucleotide with the sequence GUA ACC AAG AGU AUU CCA UTTthis poster presentation impurities from a 21 nt sample: (A) UV chromatogram recorded on an ACQUITY oligonucleotide with the sequence GUA ACC AAG AGU AUU CCA UTT. this poster presentation.  impurities from a 21 nt sample: (A) UV chromatogram recorded on an ACQUITY g qp p
Premier OST Column; (B) UV chromatogram recorded on an extensivelyPremier OST Column; (B) UV chromatogram recorded on an extensivelyPremier OST Column; (B) UV chromatogram recorded on an extensively 
conditioned conventional column The red traces from each figure correspond toconditioned conventional column. The red traces from each figure correspond to g p
th bl k di h i j tithe blanks preceding each injectionthe blanks preceding each injection. 

Fi 6 C lib ti f th 21 li l tid h i li it thFigure 6 Calibration curve of the 21-mer oligonucleotide showing linearity over threeFigure 6. Calibration curve of the 21 mer oligonucleotide showing linearity over three 
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Figure 2. Ion pairing reversed-phase (IP RP) ESI-MS spectra recorded for the components. The row corresponding to the main component is highlighted in blue and Bates Harrison A Wyndham K Using Hybrid Organic Inorganic Surface Technology toTM
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, y g y g g gy
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CONCLUSIONSCONCLUSIONS impurities was separated on two C18 columns with the same dimensions (2 1 x 100impurities, was separated on two C18 columns with the same dimensions (2.1 x 100 p , p (
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The oligonucleotide impurity analysis workflow provides intact mass confirmation for oligonucleotide impurities as well as their relative abundance
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The oligonucleotide impurity analysis workflow provides intact mass confirmation for oligonucleotide impurities as well as their relative abundancefl t f 0 3 L/ i t l t t f 60o C The oligonucleotide impurity analysis workflow provides intact mass confirmation for oligonucleotide impurities as well as their relative abundance.  flow rate of 0.3 mL/min at a column temperature of 60o C. g p y y p g pflow rate of 0.3 mL/min at a column temperature of 60  C. 
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D t i D t t d i th t tTM ftData processing: Datasets were processed using the waters connectTM software.Data processing: Datasets were processed using the waters_connect  software. 
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