Nb Notl site I nsertions EcoRl site A
Cl ones from |normal cells
TATAGGGCGAAT TGGAGCT CCACCGCGGTGGEE- - - - AATTCGATCGGEGCCCCCCCT CGAGGT CGACCACAGT
ATATCCCGCT TAACCT CGAGGT GGCGCCACCECCGEG - - - - GCTAGCCCGGGEEGEGAGCTCCAGCTGGTGTCA
1 TATAGGGECGAATTGGAGCTCCACCGCGGET GECEELC AATTCGATCGEECCCCCCCTCGAGGT CGACCACAGT Obp
6 TATAGGGCCGAATTGGAGCTCCACCGCGGET GECEECC - - - TCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 3bp
1 TATAGGGCGAAT TGGAGCT CCACCGCGGT GGECGEECC - - - - CGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 4bp
1 TATAGGGCGAAT TGGAGCT CCACCGCGGTGGECEGE - - - - TCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 5bp
2 TATAGGGECGAATTGGAGCTCCACCGCGGET GECEELC - ATTCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 1bp
2 TATAGGGECGAATTGGAGCTCCACCECGGETGECG: - - +CCC - ATTCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 4bp
2 TATAGGGCGAATTGGAGCTCCACCGCaGTeeceecec| === -+ ATCGEECCCCCCCTCGAGGT CGACCACAGT | - 6bp
1 TATAGGGCGAATTGGAGCT CCACCGCGGTGGEE- - - - - - - TCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 7bp
2 TATAGGECGAATTGGAGCTCCACCECGGTeecE=ee| 0 === = === - CGGECCCCCCCTCGAGGT CGACCACAGT | - 8bp
1 TATAGGECEGAATTGGAGCTCCACCECGGTGECEE=Ce| 0 === = GGECCCCCCCTCGAGGTCGACCACAGT | - 9bp
1 TATAGGECGAATTGGAGCTCCACCECEGET - - - - - - - - - TTCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 9bp
1 TATAGGGCGAATTGGAGCTCCACCGCGGTGEC---- | === GATCGGEECCCCCCCTCGAGGT CGACCACAGT | - 9bp
2 TATAGGGCGAAT TGGAGCT CCACCGCGGTGECG: - - +CC | ------- TCGEECCCCCCCTCGAGGT CGACCACAGT | - 10bp
2 TATAGEECGAATTGGAGCTCCACCGCGGTECEC---- | === === ATCGGEECCCCCCCTCGAGGT CGACCACAGT | - 10bp
1 TATAGGECGAATTGGAGCTCCACCECGGTEECG--- | == e = GGECCCCCCCTCGAGGTCGACCACAGT | - 12bp
1 TATAGGGCGAATTGGAGCTCCACCGCGGTCECG-- | mmee e - - GGCCCCCCCTCGAGGTCGACCACAGT | - 13bp
1 TATAGGGCGAATTGGAGCTCCACCGCGGTG - ---- | [ emee e CGGGCCCCCCCTCGAGGTCGACCACAGT | - 14bp
1 TATAGGECEGAATTGGAGCTCCAG- - - - === - - - - -~ - ATTCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 14bp
1 TATAGGECGAATTGGAGCTCCACCG - - - - ---- -~ - - - - CGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 15bp
1 TATAGGGCGAATTGGAGCTCCACCGCGG - ------ | | emeeme o CGGGCCCCCCCTCGAGGTCGACCACAGT | - 16bp
3 TATAGGGCGAATTGGAGCTCCACCGCG- - - ------ | | emeeme o CGGGCCCCCCCTCGAGGTCGACCACAGT | - 17bp
1 TATAGGECEGAATTGCGAGCTCCACCECCETG - ---- | | mmmmmm e e e GCCCCCCCTCGAGGTCGACCACAGT | - 17bp
1 TATAGGECEAATTGCGAGCTCCA- - - === === ===-= | | eeeeaonn CGGGCCCCCCCTCGAGGTCGACCACAGT | - 22bp
1 TATAGGGCGAATTGGAGCTCCA- - - - - - -=------ | e e e e e - - TCGACCACAGT | - 39bp
1 | TATAGGGCGAATTGGAGCTCG - - === === === = - - +GCCOOCAGC |- mmmmmmmm e o GGTCGACCACAGT | - 48bp
2 | TATAGGGOGAATTGGAGCTCCACCGOGGTGEOGECC | | mmmmmmm e e e e -69bp
1 | TATAGGGOGAATTGGAGCTCCACCGOGGTGROGG - | | mmmmmm e e e e e - 78bp
I L L o I PP GCCCCOCCTCGAGGTCGACCACAGT | - 110bp
I R I B L -119bp
I L T T PP CCOCCTCGAGGTCGACCACAGT | - 160bp
1 | TATAGEGOGAATTGGA- - - - - === --mmmmmmmmmm | e e -190bp
1 | TATAGGGCGAATTGGAGCTCCACCGCGGTGROG - - | | mmmmmm e e e e e e -216bp
Cl ones from |BS cells

2 TATAGGGCGAAT TGGAGCT CCACCGCGGT GGECGEECC AATTCGATCGEECCCCCCCTCGAGGT CGACCACAGT | Obp
2 TATAGGGCGAAT TGGAGCT CCACCGCGGT GGECGEECC - - - TCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 3bp
2 TATAGGGECGAATTGGAGCTCCACCGCGGET GECEECC - - - - CGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 4bp
4 TATAGGGCCGAATTGGAGCTCCACCGCGGET GECEE - - - - TCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 5bp
1 TATAGGGCCGAATTGGAGCT CCACCGCGGET GECEEC- - ATTCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 2bp
2 TATAGGGCGAATTGGAGCT CCACCGCGGTGGEE- - - - AATTCGATCGEECCCCCCCTCGAGGT CGACCACAGT | - 4bp
2 TATAGGGCGAAT TGGAGCT CCACCGCGGT GGCGGEC- - - - TCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 4bp
1 TATAGGGCCGAAT TGGAGCT CCACCGCGGET GECEEC- - - - - CGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 5bp
1 TATAGGGECGAATTGGAGCTCCACCECEGETGECG: - - - - - TCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 6bp
2 TATAGGGCGAAT TGGAGCT CCACCGCGGTGECEGE - - - - - CGATCGGECCCCCCCTCGAGGTCGACCACAGT | - 6bp
1 TATAGGGCGAATTGGAGCT CCACCGCGGTGGEE- - - - - - TTCGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 6bp
4 TATAGGECGAATTGGAGCTCCACCCGGreec-- | === - GATCGGEGECCCCCCCT CGAGGT CGACCACAGT | - 8bp
1 TATAGGECGAATTGGAGCTCCACCECG - - ---- - - AATTCGATCGGEECCCCCCCT CGAGGT CGACCACAGT | - 9bp
1 TATAGGGCGAATTGGAGCTCCACCGCGGTeecaeeC- | mmeee e CGGGCCCCCCCTCGAGGT CGACCACAGT | - 9bp
1 TATAGGGCGAATTGGAGCTCCACCGCGGTCECGeE - | mmee e CGGGCCCCCCCTCGAGGTCGACCACAGT | - 10bp
1 TATAGCECGAATTGCGGAGCTCCA- - - - === === == - - - ATTCGATCGGGECCCCCCCTCGAGGT CGACCACAGT | - 15bp
2 TATAGGECGAATTGGAGCTCCACG- - - - - - - - - - - - +CG - - - - CGATCGGGECCCCCCCTCGAGGTCGACCACAGT | - 16bp
1 TATAGGGCGAATTGGAGCTCCACCG - - ----=---- | |-~ GATCGGEECCCCCCCTCGAGGT CGACCACAGT | - 16bp
1 TATAGCGCGAATTG - - - - - - - - = - - e o - e - o - - - +GTGEC | ----- GATCGGEECCCCCCCTCGAGGT CGACCACAGT | - 27bp
1 TATAGGECGAATTGGAGCTCCACCECEGETG - ---- | | mmmm e e e e e oo o TCGACCACAGT | - 31bp
1 TATAGGECEAATTGCRAGG- - - === ============ | | eeeememeeem o CCCCCCTCGAGGTCGACCACAGT | - 31bp
1 TATAGCGCGAATTCGAG - - - - == --=--=--=--=- | | eeeee e e CCCCCCCTCGAGGTCGACCACAGT | - 31bp
1 TATAGGGCGAATTGGAGC- - - - ----=--=--=--- | | eme e e e oo - CCCTCGAGGTCGACCACAGT | - 34bp
1 TATAGG - ------ccmmmmmmee e eeeeeeeee e | e GCCCCCCCTCGAGGTCGACCACAGT | - 41pb
1 TATAGGECEAATTGG - - - - - mmmm e e oo o oo | e e e e e e e mm e oo o CGACCACAGT | -47pb
2 e +CCTCCACTG | ----mmmmmmmmmeeee - TCGAGGTCGACCACAGT | - 62bp
1 | TATAGGECGAATTGGAGG - - - == ==---====m== | e - 243bp
1 | TATAGEECGAATTG -------mmmmmmmeecmme | e e - 244bp
1 | TATAGEGOGAATTG - -------mmmmmmmmmmmee [ e e e o - 358bp

Supplementary material 1: Sequence analysis of the EcoRI-Notl DSBsrepaired by NHEJ.

Forty-six and forty-three PCR products repaired by NHEJ, from normal (upper panels) and BS (lower
panels) cells, respectively, were subjected to sequence analysis. The “Nb” column shows the number of
clones with a given sequence recovered from either normal or BS cells. The “Notl site” and “EcoRI site”
columns show all the sequences of the Notl and EcoRI sides of the DSB, respectively, that have been found.
The middle column (Insertions) shows the bases that have been added at the Notl-EcoRI junction. The A
column shows the total number of bp that have been deleted at the Notl-EcoRI junction.
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