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(57) Described herein are methods of avoiding an immune 
response in a subject being administered a regimen 
requiring Cas9 in order to optimize and broaden the 
application of CRIPSR based therapeutics comprising 
administering immune orthogonal Cas9. Also described 
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arsenal for repeat treatments. Further provided are Cas9 
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FIGURE 5F

Protein

Comprehensive 
peptki© cwrtep

All pGGSifefe 
immune overlap

PraSctea I 
i run van» overlap j

G
B 

2574561

Sequence | |
ccmpansan I precRlioms I

MHC Cbee I a H

Immune : 
orthogonal ■ 

digues j


