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                To the Editor:
The recent correspondence by Schaefer et al.1 contradicts numerous publications in the field using similar analytical approaches and methods2, some performed in human induced pluripotent stem cell (iPSC) and embryonic stem cell (ESC) lines3,4. The authors suggest that the CRISPR–Cas9 system is mutagenic in genomic regions not expected to be targeted by the gRNA. We believe that the conclusions drawn in this work are not substantiated by the data presented. It is impossible to ascribe the observed differences in the subject mice to the effects of CRISPR–Cas9 per se. The genetic differences seen in this comparative study were likely present before editing with CRISPR–Cas9.
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