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Life Edit Goals in Huntington’s Disease (HD)

Instrumentation - Jess Capillary Western

Robotic Western

Unique and

versatile platform ||* Allelic editing of mutHTT protein (>40% reduction) » Samples loaded onto plate
of CRISPR-based ||.  wiHTT protein is untouched - About 25 nL loaded to capillaries coated
enzymes

with dextran matrix
» Electrophoresis
* Proteins covalently linked to the capillaries
 Western procedure
 HRP luminescent substrates for detection

Assessment of « Differentiate mutHTT and wtHTT protein
editing systems ||. No bias in quantification of the two alleles

« Specificity — measure only the analyte of intferest
« Linearity —readout is proportional to analyte

Assay * Precision — proximity of measurement results to each Advantage
Development other
Metrics using full || Accuracy - proximity of measurements to the true « No blotting, thus no fransfer bias
length Q7 and Q73|| value (nominal - Direct integration of electropherogram peaks

« Lower Limit of Quantification (LLOQ) - Signal/Noise
(S/N) ratiois= 17

Assay Method Development Metrics
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In Vivo Editing in BACHD Mice

Conclusions

A Treated Generated Facsimile of a traditional Western blot
B Treated A cCohonA  Cohortd e - A wide range of linearity -50 pg/ml to 10 ng/ml
G Naive

 Accuracy, comparing theoretical to calculated
240 - concenirations of samples, yielded recovery
o%. s mUtHTT 324 kDa from 87% to 113%
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