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Supplementary Figure 1. The PAM sequence space covered by natural Cas9 orthologs and 
engineered Cas9 variants. The sequence coverage was determined by calculating the fraction 
of sequences a Cas9 ortholog or variant could theoretically target when the consensus PAMs are 
aligned (lavender) or fall anywhere within a 4-base window (aqua). The calculations are based on 
a 4N library and ignoring less-preferred PAMs for each nuclease (e.g. NAG for SpyCas9). The 
combined sequence space coverage was calculated by combining all PAM profiles of the natural 
Cas9 orthologs (left) or engineered variants (right). 
 


