S12 Fig.
A. Isolate 303 (cdc73)

KX377639.1 (nat) 1,213+:

GCGCGTTGATGGGGCTCGCGACGGAGTTCGCCCGCGAGCGGGGCG: CCGGG:
GCGCGTTGATGGGGCTCGCGACGGAGTTCGCCCGCGAGCGGGGLG: CCGGG: AGTCCGGGTCGCCGTCCTCCCCGTCGTCCGATTCG
: CCGGG: AGTCCGGGTCGCCGTCCTCCCCGTCGTCCGATTCG

:KX377639.1 (nat) 1,033-

B. Potential inversion formation mechanism

DSB

5'-CCCGGCGCCCCGCTCGCCGGCGAACTCCGTCGCGAGCCCCATCAACGCGLGC. . . ACGTCCGGGAGTCCGGGTCGCCGTCCTCCCCGTCGTCCGATTCGTCGT. .. -3

CECECEEEEEEE et e e e et e e e e et e e e e e e e e e e ey
3'-GGGCCGCGGGGCGAGCGGCCGCTTGAGGCAGCGCTCGGGGTAGTTGCGCGCG. + . TGCAGGCCCTCAGGCCCAGCGGCAGGAGGGGCAGCAGGCTAAGCAGCA. . . =5

5’ resection to generate 3’ overhang

5'—CCTCCCCGTCGTCCGATTCGTCGT. .. -3"
LECELEECEEEEEE T

3'-GGGCCGCGGGGCGAGCGGCCGCTTGAGGCAGCGCTCGGGGTAGTTGCGCGCG. . . TGCAGGCCCTCAGGCCCAGCGGCAGGAGGGGCAGCAGGCTAAGCAGCA. .. -5

intramolecular loop formation

] CC666-3"
175 bp loop Il
GGCCCTCAGGCCCAGCGGCAGGAGGGGCAGCAGGCTAAGCAGCA. .« 5"

S~

‘CCGGGAGTCCGGGTCGCCGTCCTCCCCGTCGTCCGATTCGTCGT...

175 bp loop
GGCCCTCAGGCCCAGCGGCAGGAGGGGCAGCAGGCTAAGCAGCA. . .-5"

_______



S12 Fig.

Isolate 321 (tell cdc73)

Mapped junction sequence (note that CANI region is in the opposite orientation in sGCR strains)

ChrV 32544+:
ATGGCTCTTGGAACGGATTTTCTGGGGTTTGCAG: CTTCAC:
ATGGCTCTTGGAACGGATTTTCTGGGGTTTGCAG: CTTCAC: ATTTCAAGGTACTGAACTAGTTGGTATCACTGCTGGTG

:CTTCAC: ATTTCAAGGTACTGAACTAGTTGGTATCACTGCTGGTG
:ChrV 32,585-

Potential inversion formation mechanism

DSB
\

5'-CTTCACATTTCAAGGTACTGAACTAGTTGGTATCACTGCTGGTGAAGCTGCAAACCCCAGAAAATCCGTTCCAAGAGCCAT. ..-3"

CECLLEEEEEEE et et ee e e e e e e e e e e e e ey
3'-GAAGTGTAAAGTTCCATGACTTGATCAACCATAGTGACGACCACTTCGACGTTTGGGGTCTTTTAGGCAAGGTTCTCGGTA. . . -5

5’ resection to generate 3’ overhang

5'-ACCCCAGAAAATCCGTTCCAAGAGCCAT...-3"

COLCEEETRERE R ey
3'~GAAGTGTAAAGTTCCATGACTTGATCAACCATAGTGACGACCACTTCGACGTTTGGGGTCTTTTAGGCAAGGTTCTCGGTA. . .—5"

intramolecular loop formation

ACCTT
T Gp

chA A
T A
T
T GTGAAG-3’
G 36 base loop [T
A CACTTCGACGTTTGGGGTCTTTTAGGCAAGGTTCTCGGTA...-5"'
T C
A
c G
A AC
AccaTacT
DNA synthesis
TACCTTGA
A
C A
T A
T T GTGAAGCTGCAAACCCCAGAAAATCCGTTCCAAGAGC -3’
G 36 base loop ||| ||||||||||||||||| ||||||||||||||||||||
A C .5
T A
c G

A
ACCATAGT



S12 Fig.
E. Isolate 322 (tell cdc73)

Mapped junction sequence

ChrV 44,727-:
CTATCTTGTCTTGCAACCCCACTGGATTGAGCAATTTTCTT: TCCTGG:
CTATCTTGTCTTGCAACCCCACTGGATTGAGCAATTTTCTT: TCCTGG: CCCAATTCGAAAAATTCACTATCAGAACCTGGTTGCA

: TCCTGG: CCCAATTCGAAAAATTCACTATCAGAACCTGGTTGCA
:ChrV 40,308+

F. Potential inversion formation mechanism

DSB

5'-TCCTGGCCCAA. . . ACGGACCAGGAAAGAAAATTGCTCAATCCAGTGGGGTTGCAAGACA. . . 3"
FELELEEEE e OLLDELEELEE e e e ey

3'-AGGACCGGGTT. .. TGCCTGGTCCTTTCTTTTAACGAGTTAGGTCACCCCAACGTTCTGT. .. =5’

5’ resection to generate 3’ overhang

5'-CCAGTGGGGTTGCAAGACA. ..-3'

CLEEEELEREEELrrrn
3'-AGGACCGGGTT. .. TGCCTGGTCCTTTCTTTTAACGAGTTAGGTCACCCCAACGTTCTGT. .. -5’

intramolecular loop formation

6 o067

T ’
4,407 base loop ° (|:c|‘|\(|;(|;‘|\_3

T CTGGTCCTTTCTTTTAACGAGTTAGGTCACCCCAACGTTCTGT...—5'
GC
DNA synthesis
6 C6T
. T
a007 base toop - T T
.T CTGGTCCTTTCTTTTAACGAGTTAGGTCACCCCAACGTTCTGT...—5'

GC



S12 Fig.
G. Isolate 327 (tell cdc73)

Mapped junction sequence in NAT marker

KX377639.1 977-:

TGCGGGGGGTGCGGGTGGACCCGCCCCTGACCAAGGTGTT : CCCCG:
TGCGGGGGGTGCGGGTGGACCCGCCCCTGACCAAGGTGTT: CCCCG: GGACACTGGTGCGGTACCGGTAAGCCGTGTCGTCAAGAGTGGTACC
: CCCCG: GGACACTGGTGCGGTACCGGTAAGCCGTGTCGTCAAGAGTGGTACC

:KX377639.1 847-

H. Potential inversion formation mechanism

DSB

5'~CGGGGAACACCTTGGTCAGGGGCGGGTCCACCGGCACCTCCCGCAGGGTGA. . . ATGGCCTCG GGACACTGGTGCG. . .-3"
CELELEEEEECEE e e e e e et e e errrry ||IIIIIIIIIIIII||IIIIIIIIIIIII||

3'~GCCCCTTGTGGAACCAGTCCCCGCCCAGGTGGCCGTGGAGGGCGTCCCACT. . . TACCG -

5’ resection to generate 3’ overhang

5'-GGTGCG. ..-3'

3'-GCCCCTTGTGGAACCAGTCCCCGCCCAGGTGGCCGTGGAGGGCGTCCCACT. . . TACCGGAGCCGCAGGGGGCCCTGTGACCACGC. . . =5

intramolecular loop formation

; 'CCCCG-3’

: [1LL]

: 142 bp loop GGGGCCCTGTGACCACGC. . .=5"
DNA synthesis

; "CCCCGGGACACTGGTGCG. . .3’

______



S12 Fig.
. Isolate 349 (yku80 cdc73)

Mapped junction sequence in NAT marker

:KX377639.1 1219-
: GAGGTGCC: CGGCGCCCCGCTCGCGGGCGAACTCCGTCGCGAGCCCCATCAACGCGCGCC
COLCECECECEE et et e e et e e

LITTTTT
GCTTCACCCTGCGG: GAGGTGCC: CGGCGCCCCGCTCGCGGGCGAACTCCGTCGCGAGCCCCATCAACGCGCGCC

LELEEELEEEErr T
GCTTCACCCTGCGG: GAGGTGCC:
KX377639.1 944+:

J. Potential inversion formation mechanism
DSB
5'-GAGGTGCCCGGCGCCCCGCTCGCGGGCGAACTCCGTCGCGAGCCCCATCA. « . AGGGGCGGGTCCACCGGCACCTCCCGCAGGGTGAAGCCGTCCCCGGTGGC. . . 3"

CETEEPEEEEETEEr et e e et e et ee e e e e e FECEEEEEETEEr e e e et e et e
TCCCCGCCCAGGTGGCCGTGGAGGGCGTCCCACTTCG ACCG...-5"

3'-CTCCACGGGCCGCGGGGCGAGCGCCCGCTTGAGGCAGCGCTCGGGGTAGT. . .
5’ resection to generate 3’ overhang

5'-CGGTGGC. . .-3"
[IETTL

3'-CTCCACGGGCCGCGGGGCGAGCGCCCGCTTGAGGCAGCGCTCGGGGTAGT. . . TCCCCGCCCAGGTGGCCGTGGAGGGCGTCCCACTTCGGCAGGGGCCACCG. . . =5

intramolecular loop formation

- ~

) "GGCACCTC-3’
[T
CCGTGGAGGGCGTCCCACTTCGGCAGGGGCCACCG. .+ . —5"

......

. S~

"GGCACCTCCCGCAGGGTGAAGCCGTCCCCGGTGGC. o . —3”

FECLEEEETT T T
CCGTGGAGGGCGTCCCACTTCGGCAGGGGCCACCG. 4. =5"

______



