1:246254743-246254746
Alignment :

qry CTTTTCCACTCGGAAGACCCCTCTCCATtGAGAGAGAGCTGGTTTTCTTTATTC
ref CTTTTCCACTCGGAAGACCCCTCTCAATGGAGAGAGAGCTGGTTTTCTTTATTC
Switch process: ®
F1: TCCTCCTTTCCTGTCTGCACCCACCATACCTCCTGTCTTTTCCACTCGBAAGACCT @
~+AGAGCTGGTTTTCTTTATTCTTCTGCCTATTAAACCTCAGCACAAAAAAAAAAAA
RF TCCTCCTTTCCTGTCTGCACCCACCATACCTCCTGTCTTTTCCACTCGGAAGACCCCTCTCAATGGAGAGAGAGCTGGTTTTCTTTATTCTTCTGCCTATTAAACCTCAGCACAAAAAAAAAAAA
F2: GAGAGTTACCTCTC

Template-switch alignment:

qry CTTTTCCACTCGGAAGACCC |CTCTCCATTGAGAG | AGAGCTGGTTTTCTTTATTC
ref CTTTTCCACTCGGAAGACCC|CTCTCCATTGAGAG |AGAGCTGGTTTTCTTTATTC

2:111493177-111493179

Alignment
ary CATCGGCT ct GGTTCCTCTT
TE¥ CATCoocTCoCABa00CARGDS So%C GAAGGCACAGCCCAGRTTCCTETT

switch process: ®
F1: CATCGGCTCCCAGGGGCAAG
F3: »GCACAGCCCAGGTTCCTCTTCTAAGGAGTGACTTTCTCTCTCCCAAGGATGAGCCTGCTGGGCTAAGTCCTCAGACTCCGBGAGCATCCTGGCTGCTG
RF: CATCGGCTCCCAGGGGCAAGGAAGGCACAGCCCAGGTTCCTCTTCTAAGGAGTGACTTTCTCTCTCCCAAGGATGAGCCTGCTGEGCTAAGTCCTCAGACTCCGGGAGCATCCTGGCTGCTG
F2: GAGGCCCTCG

® @
Template-switch alignment:

qry CATCGGCTCCCAGGGGCAAG|GCTCCCGGAG | GCACAGCCCAGGTTCCTCTT
ref CATCGGCTCCCAGGGGCAAG|GCTCCCGGAG|GCACAGCCCAGGTTCCTCTT
8:15047723-15047727

Alignment :

qry ATTTAATTTTATATCCCTTT -GGtAAAGCTTGTTATACCTTTAAGTAAC
ref ATTTAATTTTATATCCCTTTGGGAAAAGCTTGTTATACCTTTAAGTAAC

switch process:

@
F1: GTCTGCTTTACCTGAAATTCTCCTCTGTACACTCAAACCCTACTCTCACCACCATAACACCAACGGCAAAATCCTTGGCTCATTTAATTTTATATCCCTTT @
F3: STTGTTATACCTTTAAGTAAC
RF: GTCTGCTTTACCTGAAATTCTCCTCTGTACACTCAAACCCTACTCTCACCACCATAACACCAACGGCAAAATCCTTGGCTCATTTMTTTTATATCCGTTTGGGAAAAGCTTGTTATACCTTTMGTAAC
F2: CGAAATG!

Template-switch alignment:

qry ATTTAATTTTATATCCCTTT|GGTAAAGC| TTGTTATACCTTTAAGTAAC
ref ATTTAATTTTATATCCCTTT|GGTAAAGC | TTGTTATACCTTTAAGTAAC

X:1316241-1316242

Alignment :
qry CTGAGCTTGCTCAGACACACCCTCcaGGGAAGGCAGGACACCCTCCCTC
ref CTGAGCTTGCTCAGACACACCC

Switch process: @
F1: ATTACTTTCAGATGGGGCCCTGGAGGATGACAGAAGGCTGAGCTTGCTCAGACACAC @

F3: +*AAGGCAGGACACCCTCCCTCCCACCTCGAAGGCAGGACACCCTCCCTCCCACCTCCC
RF ATTACTTTCAGATGGGGCCCTGGAGGATGACAGAAGGCTGAGCTTGCTCAGACACACCCTCTGGGGAAGGCAGGACACCCTCCCTCCCACCTCGAAGGCAGGACACCCTCCCTCCCACCTCCC
Template-switch alignment:

qry CTGAGCTTGCTCAGACACAC | CCTCCAGGG | AAGGCAGGACACCCTCCCTC
ref CTGAGCTTGCTCAGACACAC |CCTCCAGGG |AAGGCAGGACACCCTCCCTC

B 19:5181074-5181092

Alignment:
qry GGCTCACGCCTGTAACTCCAGCACTTTGGGaGGCTGAGGCGGGCAGATCACAAGGTCAGGAGA
ref GGCTCACGCCTGTAATTCCAGCACTTTGGGGGGTTGAGGCGGGCAGATCACAAGGTCAGGAGA
Switch process:

@
F1: GATCCACCCGCCTCAGCCTCCCAAAGTGCAATGTATCTATTTCTATGTAATTGTATCACATGTATATATATATTTTT, AGGGTCTTGGGGCC! TGGCTCACGCCTGTAACTCCA

F3: +CAGATCACAAGGTCAGGAGA
RF GATCCACCCGCCTCAGCCTCCCAAAGTGCAATGTATCTATTTCTATGTAATTGTATCACATGTATATATATATTTTT) AGGGTCTTGGGGCC Ibb(.ILACGCCTGTAATTCCAGCACTTTGGGGGGTTGAGGCGGGCAGATCACAAGGTCAGGAGA
GGGCGGAGTCGGAGGGTTTCAC&

Template-switch alignment:

qry GGCTCACGCCTGTAACTCCA|GCACTTTGGGAGGCTGAGGCGGG | CAGATCACAAGGTCAGGAGA
ref GGCTCACGCCTGTAATTCCA|GCACTTTGGGAGGCTGAGGCGGG | CAGATCACAAGGTCAGGAGA

Fig S14. De novo MNVs explainable with the TSM mechanism. (A) Four MNVs in the third-generation individuals
of Sasani et al. (2019) that can be explained with a single TSM. (B) A TSM solution that can explain two of the
three clustered de novo SNVs in a third-generation individual of Sasani et al.



