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Figure S1. Fluorescence analysis. (A) Fluorescence expression of hybrid cell lines H2 to H6. Scale bare
=50 um. (B) Flow cytometry analysis of CFP (x-axis) and tdTomato (y-axis) fluorescence expression
in parental and hybrid cell lines.
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Figure S2. Genomic analysis of hybrid cells lines at early and late passages shows evolution of
genomes. (A) Genomic profiling of parental and two hybrid cell lines at different passages. x-axis
represents chromosome 1 to Y; y-axis represents CNV log(ratio) (upper lane) and allele difference
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(lower lane). (B) Penetrance plot of CNVs in early (top) and late passage tumors (bottom). x-axis

represents chromosomes, y-axis represents proportion of tumors harboring chromosomal gains

(green) and losses (red).
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Figure S3. Late passage cell lines developed more tumors than early passage cell lines. (A) Mice with

tumors developed after 130 days post-injection on total number of mice injected. (B) Tumor free

survival curve for each hybrid cell lines with tumor development capacity comparing early and late

passage cell lines.
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Figure S4. Characterization of hybrid tumors developed in mice. (A) Immunofluorescence (CFP and
tdTomato) of hybrid tumors. Scale bare = 50 um. (B) Hematoxylin and eosin staining of hybrid

tumors. Scale bar =100 pum.
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Figure S5. Genomic profiling of EP (left) and LP (right) hybrid tumors. x-axis represents chromosome
1 to Y; y-axis represents CNV log(ratio) (upper lane) and allele difference (lower lane).
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Figure S6. Transcriptomic program is remodeled toward oncogenesis. (A) PCA analysis. x-axis
corresponds to dimension 1; y-axis corresponds to dimension 2. (B) Cluster analysis of Z-score
expression data (left). Functional enrichment analysis with Gene Ontology (right).
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Figure S7. Identification and validation of DMD deletions in hybrid tumors. (A) Smooth signal
(average log2(ratio)) of array CGH for DMD gene. Left panel corresponds to EP tumors and right
panel to LP tumors. Blue lines are for tumor with detected DMD deletion by array-CGH, and red lines
for tumor without DMD deletion observed. (B) Agarose gel (upper panel) and electropherograms
obtained by Sanger sequencing (lower panel) showing PCR products of fusion points after break
points in DMD.
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Figure S8. Signal detection on the whole membrane shown on Figure 6A. Dp427 and Dp71 expression

in parental and hybrid cell lines. Actin was used as loading control.
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Figure S9. Detection of Dp427 and other dystrophin isoforms by immunofluorescence analysis. Green
fluorescence corresponds to Dp427, red to all dystrophin isoform and blue is DAPI to detect nucleus.
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Table S1
Groupl Group 2 Group 3 Group 4 Group $ Group 6
NFYC NINJ1 ENC1 MFN2 2NF259 EIF31 CRNP2 EPN2 PN
TTCA SIMT1 SPRY2 ZCCHC17 RNF220 PMEB7 RBMS2 ZFP90 NFKBIE
NADK FRGB NS LYPLA2 PPIE PARK? HERPUD2 SMADS RBKS
DFFA FR@ PEX1IB LRRC47 MED24 Q0 ARSS TMEMI169 RELB
MEDS UBIAD] BACEl ADPRHL2 TAPBP ATPSWOB ATPSB2 MLPH SREBF1
YRDC Clorfl09 PDEFA KLHL21 ATAD3A SBAEl ZADH2 AGTRI @NAZ
NCON AP4Bl LAMBI EFHD2 RPA2 MRPL20 FOXN3 KONTIS omn
TRIM2S NFSl PITX2 UQCC HDACI EBNAIBP2 FZD7 PPAPDCIA NMNATI
oOMTM? TOEL CNOT11 SLQ5A10 TMEM222 SZRD1 FZD1 STE32B MED2§
KAT2A HOXB4 TTL MRPRQ3 WBP2 C1QBP NTM CASQ2 MENKI
MAP3KI14 DHRS’B FARP] AATF SNRNP40 NUDC DLC1 SGOG ORC1
AEKAPSL ABR DDRI Cllorfs8 PME2 MRPL37 CDH11 MYH? TRAF1
CLUH LPCAT3 COL2A2 DIMS UBE2R NOPS§ ADRAC TCFILL SLC38A3
FMNL1 KRIl COL4Al PPIH BRE D258 LDOC1 PRRX2 RARRESS
FGGY AKAPS FEBP? DPH2 RERI DDOST COL11Al CDH4 MANEAL
YIPF1 MED? SLC20A1 TOMM34 PEF1 ATPIF] TWIST2 SORBR2 ASTN2
NUBP1 AKAP] PXDC1 GTF2F1 PRPFS NDUFB4 PTPRM MATNS CCDC103
DHDDS GRIPAPI CTHRC1 TRAPPCA WDR77 PRDX4 TNFAIPSL3 a2 HMHAL
BRDS LDLRAP] RHOB NABP2 EMG3 STP @ IL1S MORN1
PTPMTI1 UBXN11 ANTXRI SF3Al NOP16 PMCS PKIA DIsC1 KIAAL2L17
DDX54 SLC2AS FSCON1 CIRHIA OHB LRRCS9 TSHZ1 MEIS1 DDO
SUPTSH LGN IGBP3 RF4 SF3A3 PSAT] BMPR2 GABBRI MIUS
GCAT PCBDI FN1 CASC3 MRPSLS COL5Al PTPN2I oR2
ABHDS ASAP3 FN3KRP TRAPPC3 RTINS TMEMI185B L34
NME1-NME2 PLA2GIS Clorf37 TMEM106C RPSS SPRED2 D33
HMGCL LRIG] FIS3 WASR RPL11 OCDC7IL KONQ4
CTNNBPP1 METTL7B PGAMS AR2 ENO1 DA IRARK2
ST6GALNACS TRIM47 SLCA5A38 EIF3A3 SERPINE! S$T2D3 ASICl
NFKB2 PMBS DNAXC11 PMI OON PPAN-P2RY1I
WRAPT3 LC12A7 oCDC137 NOQL L BAIAP2LI
TAP2 MTIF NOP2 MRTO4 ZBTB3® T™MCOs
PEX14 ENHO OGR ERI3 IGIR TSPANIS
KTIl2 SFRPS BDC1 RCC1 THUMPD2
MYBBPIA STAT3 KIF2C ARHGAP31

oMol

(http://creativecommons.org/licenses/by/4.0/).
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