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INTRODUCTION WORKFLOW

i [1]
High-throughput single-cell sequencing is largely based on Semi-Permeable Capsules (SPCs)

the use of cell barcodes. However, for lower target numbers
(2-100s) studied in large numbers of cells (1074-1076), the
use of cellular barcodes might be excessive, as every cell
needs to be presented with a unique set of DNA
oligonucleotides. This is expensive and technically
challenging, even when performed in microfluidic droplets.
Here, we present the 1-read-1-cell principle for sequencing
large numbers of cells in a barcoding-free fashion. Rather
than being linked by barcode information, DNA or RNA
targets originating from the same cell are concatenated into
a single fragment addressable by long-read sequencing. To

apply the 1-read-1-cell principle at high throughput, we have Y ehoonts = = Add
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characteristic of droplet microfluidics. However, in contrast
General SPC multistep reaction workflow

bissolvable 1. Encapsulation (100k cells)

2. Lysis and RNA purification
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Microfluidic generation; 1min. SPCs/hr 3. Targeted RT and PCR
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to regular water-in-oil droplets SPCs enable straightforward
multiple-step reactions without loss of
compartmentalization.
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We demonstrate our approach to recover native BCR heavy and light chain pairs in single cells, a A Y PR I C o C C S N C S N o N G i N L C L N N EN A S C
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