CR1 Wild-type
GCTCCCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTGACACGGACTCAAGTGGGCTGGTGACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT
CR1 genome and transgene targeting deletions (19)
GCTCCCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTGACACGGA- - CAAGTGGGCTGGTGACTCAGTCAGAGTTGTGCACATGGCTTAGTTTT

GCTCCCGAGCGAGCAAGCTCAGCTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTGACACGGA---- AGTGGGCTGGTGACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT
GCTCCCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTGTAA - - - - - - - AGTGGGCTGGTGACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT
GCTCCCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTGACACGGA- - - - - - - - - - CTGGTGACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT
GCTCCCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGT G- - === === === -~ ACTGGTGACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT

GCTCCCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTGACACGGACT
GCTCCCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTGGTG - ACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT
GCTACCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTG - ACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT
GCTCCCGAGCGAGCAAGCTCAGT TTACACCCGATCCACTGGGGAG « = = = = = = = = = = === === oo s oo oo oo s oo oo o oo oo os oo s o e e TTCTTAGTTTT
GCT CCCTAGCACEG- = = = = = = = = == m = s m s m s m s e e s e e e e e s e e e e e e e e e e e e e e e e e TTT
CR1 genome targeting deletions (15)

GCTCCCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTGACACGGACTG- - GTGGGCTGGTGACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT

- - - CAGTCAGAGTTGTGCACATGGCTTAGTTTT

GCTACCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTGACACGGACTC- - - - GGGCTGGTGACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT
GCTCCCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTGACACGGACT - - - - - - - - - - GGTGACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT
GCTCCCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGACTGGTGAC - - - - - - - - - - -------- -~ CCAGTCAGAGTTGTGCACATGGCTTAGTTTT
GCTACCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTGGTGAC — - - - - - - - - --------- -~ CCAGTCAGAGTTGTGCACATGGCTTAGTTTT
GCTACCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGTGAC - - - - - - - - ---------- - CCAGTCAGAGTTGTGCACATGGCTTAGTTTT
GCTACCGAGCGAGCAAGCTCAGTTTACACCCGATCCACTGGGGAGCAGGAAATATCTGTGGGCTTGT Gr - - - - - - - - - - o oo oo oo oo oo oo CACATGGCTTAGTTTT
[T e e GGTGACCCAGTCAGAGTTGTGCACATGGCTTAGTTTT

CR2 Wild-type

GGGGCTGGTCCTGCCGCTGCTTG- - TCATGGTCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAAT GAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
CR2N genome and transgene targeting deletions (8)

GGGGCTGGTCCTGCCGCTGCT - - - - - - - TGGTCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCT GCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCT - v - mmmwmm o mmmmom o mm oo s ACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGG~ - - mm e CATGGTCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCT
CR2 genome and transgene targeting insertion (1)

GGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG

GGGGCTGGTCCTGCCGCTGCTTGC- TCATGGTCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAAT GAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
CR2 genome targeting deletions (16)

GGGGCTGGTCCTGCCGCTG- - - - - - - CATGGTCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCTGCT- - - - - - - TGGTCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGC- - - - - - - - - - ATGGTCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCTG- - - - - - ----- - TCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCTG- - - - - - - ------ CATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTG- - - === ---------- TCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCT G- - - - - - ===~ CTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG

GGGGCTGGTCCTGCCGCTG

- - CTTGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG

GGGGTCGGTC- - - - - - - - oo ATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGC- « - - === == - oo TACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCTGCT TG - - - - - - - - - - - oo oo oo AAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCT G - - - = = - - - - - - oo oo oo oo oo CTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCT GO T T BT Tm - = = = = = = = = = = === = oo o o o o o o o o o o o o oo oo oo oo oo CCATCATG

ACTCACTGGTGTTCATCTTTGGTTTTGTGGGCAACATGCTGGTCATCCTCATCCTGATAAACT GCAAAAGGCT GAAGAGCGTGACTGACATCTACCTGCTCAAC « -~ - -« - == === ===~

CR2 genome targeting insertion (1)

GGGGCTGGTCCTGCCGCTGCTTG- TTCATGGTCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
CR2 genome targeting deletion and insertion (2)

GGGGCTGGTCCTGCCGCTGCTTG- A- CATGG- CATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG
GGGGCTGGTCCTGCCGCTGCT- - CATCATGGTCATCTGCTACTCGGGAATCCTAAAAACTCTGCTTCGGTGTCGAAATGAGAAGAAGAGGCACAGGGCTGTGAGGCTTATCTTCACCATCATG

CR3 Wild-type
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTC- - GCTCGGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
CR3 genome and transgene targeting deletions (13)

GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTC---- TCGGTAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTC- - - - - - GGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGGTTG- - - - - - - - - GGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCT- - - - - - - - - - CGGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC

GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - AGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC

GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTC- - - - - - - - - - GCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTG- - - - - - - ------------- CTGGAAAATAGAACAGCATTTGCAGAAGCGCTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATC- - - - - - == - - oo oo oo o o GGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATC- « - - - - === - - oo oo oo TCGGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC

CR3 genome and transgene targeting insertion (6)
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTCT- GCTCGGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACGAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTCC- GCTCGGGAGCCTCTTGCTGAAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTCG- GCTCGGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
CR3 genome targeting deletions (11)

GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTC- - - - - - GGGAGCCTCTTGCCGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCAAGCTCA- - - - - - GTAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT - - GAGCT- - - -« -« -~ CGGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT - - GAGCT- - -« -------- GGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTT G- - - - --mmmoooooo-- CTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT - - GAG- - - - -~ ------x---=-- CTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGCTTGGCAATGTGC

GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGG TAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC

GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGAT CGGGT GTAAACT - = GAGCT - = = = = = = = = = = = = o= oo oo oo oo oo oo oottt oot o oo

rrrrrrrrrr ACTGCAATTATTCAGGCCAAAGAATTCCTGGAAGGTGTTCAGGAGAAGGACAATGTTGTAGGGAGCCCAGAAGAGAAAATAAACAATCATGATGGTGAAGATAAGCCTCACAG
CR3 genome targeting insertion (8)
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTC- CGCTCGGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTCT- GCTCGGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTCA- GCTCGGTAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAACT- - GAGCTTGCTCICGCTCGGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC
CR3 genome targeting deletion and insertion (1) -

GTCACAAGCCCACAGATATTTCCTGCTCCCCAGTGGATCGGGTGTAAAC- AAGAG- = - - - - - - - GCTCGGGAGCCTCTTGCTGGAAAATAGAACAGCATTTGCAGAAGCGTTTGGCAATGTGC

-839

-426

/1)
(+2)/(-2)

[N RN

(1)/21(-7)
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x2



