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(57) Abstract: Methods of multiplex genome engineering in cells using 
Cas9 is provided which includes a cycle of steps of introducing into the cell 
a first foreign nucleic acid encoding one or more RNAs complementary to 
the target DNA and which guide the enzyme to the target DNA, wherein the 
one or more RNAs and the enzyme are members of a co-localization com­
plex for the target DNA, and introducing into the cell a second foreign nuc -
leic acid encoding one or more donor nucleic acid sequences, and wherein 
the cycle is repeated a desired number of times to multiplex DNA engineer­
ing in cells. 


