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Huntington’s disease (HD) is a devastating neurodegenerative disorder driven by an Following PentaMice® platform immunizations and hybridoma-based antibody
inherited CAG trinucleotide repeat expansion (=36) in the huntingtin gene. Genome- discovery, we obtained sequences for >100 mAbs that bind target MMR proteins (Fig.
and transcriptome-wide association studies (G/TWAS) have illuminated the DNA 1) with high affinity and potency (Table 1). For each target, we identified mAbs that
mismatch repair (MMR) pathway components as critical modifiers of disease bind between 5 and 12 distinct epitopes (Fig. 2). The mAbs utilize a diverse set of V
progression, including onset age of motoric symptoms. By fueling somatic instability and J gene alleles and have a high degree of sequence diversity in the V\,/V, CDR3
and repeat expansion, MMR activity may hold the key to understanding—and domains. The mAbs have good in silico developability features (low Z2 scores) on par
ultimately altering—the trajectory of HD. To enable interrogation of this mechanism, we with 20 approved and successfully manufactured therapeutic mAbs; and good yields
have developed a suite of highly-specific, high-affinity monoclonal antibodies (mAbs) from recombinant TunaCHO® productions (~8 mg from 100 mL). Greater than 86% of
targeting FAN1, MLH1, MLH3, MSH2, MSH3, PMS1, and PMS2. These human/rodent the over 100 mAbs retained similar binding affinities (K, within 3-fold) when produced
cross-reactive mAbs exhibit remarkable sequence diversity and recognize 5-12 distinct recombinantly as migG1 compared to their hybridoma purified mAb counterparts,
epitopes per target, providing new reagents to probe MMR biology. This next- demonstrating the high quality of Curia’s discovery, engineering, production, and
generation antibody toolkit provides much needed reagents to develop sensitive characterization workflow.

immunoassays to quantitate and visualize the MMR proteins in biofluids, cells and
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Table 1. Summary of MMR mAb Discovery. For each MMR target, from left-to-right are first the number of lead mAbs
expressed using the TunaCHO® platform (all formatted as mlgG1); the number of human/rodent cross-reactive mAbs among
those selected for recombinant production; the number of epitope bins represented in the set of selected mAbs; the range of @a.228)
binding affinities (K) by Carterra® arrayed SPR; and binding potency (EC.,) by ELISA. The antigens used for each target with e
shared components were: MSH2 (MutSa); MLH1 (MutLa); and MLH3 (MutLy).
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