Our samples are extracted from disease patient brain tissues and thus are very sparse and precious. With these limited
tissues, the grids we prepared have lower sample concentration than what is normally optimal for automated data
collection. We estimate that ~10-20% of the holes contain our fibril particles. To increase the efficiency of data
collection, we implement a target selection strategy using Leginon. First, we take low dose "pre-exposure" images to see
our particles in the holes. Then we use these images to manually select exposure targets to be submitted into a queue.
Below we show screenshots of our data collection using Leginon, to give an idea of our procedure.
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Pre-exposure at the “hole level”; these images allow us to see which holes have our fibril particles; then we perform
manual target selection (green box) and focus selection (blue x); this pre-exposure beam is ~200x dimmer than the
exposure beam and thus shouldn’t damage sample
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e Exposure time = 800msec
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