Table S1. List of human cell cultures used in this study. All samples belong to the BioLaM biobank. Cell cultures
have been established upon mechanical and enzymatic isolation of cells from skin (for dermal fibroblasts) or tibialis

muscle biopsies (for myoblasts) obtained from patients or healthy donors of Caucasian ethnicity.

Sample ID in | Mutated Mutated . . . . ) Patient sex / Passage
. . Mutation (nucleotide) | Mutation (protein) Disease Cell type
this study Gene protein age number
Dermal
EDMD1#1 EMD* emerin c1A>G p.0 EDMD1 Male / 5 years . 10-15
fibroblasts
EDMD1#1 EMD* emerin c1A>G p.0 EDMD1 Male /5 years | Myoblasts 2-4
. Dermal
EDMD1#2 EMD 1,21 emerin c. 740C>T p-228>stop EDMD1 | Male/30 years | 10-15
fibroblasts
Dermal
EDMD1#3 EMD 3,41 emerin c.59A>G p-0 EDMD1 Male / 17 years . 10-15
fibroblasts
EDMD1#4 EMD* emerin ¢.650_654dup p-Glu219TrpfsX20 EDMD1 Male /3 years | Myoblasts 2-4
D 1
EDMD2 LMNA* lamin A/C ¢.103_104insCTG p-L35PinsV EDMD2 Male / 3 years . erma 10-15
fibroblasts
. c.2477 2478ins T Dermal
EDMD5 SYNE2* nesprin 2 p-Val827CysfsTer13 | EDMD5 | Male/35years | 10-15
fibroblasts
Dermal
control - - - - - Male / 15 years . 10-15
fibroblasts
Dermal
control - - - - - Male / 9 years . 10-15
fibroblasts
Dermal
control - - - - - Male / 9 years ! 10-15
fibroblasts
Dermal
control - - - - - Male / 9 years . 10-15
fibroblasts
control - - - - - Male /9 years | Myoblasts 2-4
control - - - - - Male / 13 years | Myoblasts 2-4
control - - - - - Male / 35 years | Myoblasts 2-4
*unpublished
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Table S2. List of primers used in this study.

Primer ID Primer sequence (5' to 3") Application
Oligo
gRNA _EMD For | CACCGTCCACGGCGGGTGCGGGCTC annealing
Oligo
gRNA EMD Rev | AAACGAGCCCGCACCCGCCGTGGAC annealing
gRNA1 EMD ex6 | rCrGrUrGrCrUrCrCrUrGrGrGrGrCrUrGrGrGrCrUrGrUrUrUrUrArGrArGrCrUrArUrGrCrU Nucleofection
gRNA3 EMD ex6 | rGrCrUrGrGrCrCrCrCrArGrArGrCrGrGrGrArCrCrGrurUrUrUrArGrArGrCrUrArurGrCrU Nucleofection

gRNA LMNA rCrGrArUrCrArUrUrGrArGrCrUrCrCrUrGrCrArCGrUrUrUrUrArGrArGrCrUrArUrGrCrU Nucleofection
gRNA TRAC rArGrArGrUrCrUrCrUrCrArGrCrUrGrGrUrArCrArGruUrUrUrUrArGrArGrCrUrArurGrCruU Nucleofection
EMD_EX1_F TCGTCGGCAGCGTCAGATGTGTATAAGAGACAGTGCTCGGCCGGTTTTGGTAG ;rsrtlrii%;tion
EMD_EX1_R GTCTCGTGGGCTCGGAGATGTGTATAAGAGACAGCCGCCGCGTACCTACTACAGG ;fr:;igi;;tion
EMD_EX6_F TCGTCGGCAGCGTCAGATGTGTATAAGAGACAGTCCTACTTCCTCCTCCACCTCTTTTAT ;fr:;igi;;tion
EMD_EX6_R GTCTCGTGGGCTCGGAGATGTGTATAAGAGACAGCTTCAGCCTGCATGAAGTGGTAAA ;rsrtlrii(f?;tion
N701 CAAGCAGAAGACGGCATACGAGATTCGCCTTAGTCTCGTGGGCTCGG znmdpll?:‘icczzstion
N702 CAAGCAGAAGACGGCATACGAGATCTAGTACGGTCTCGTGGGCTCGG gnmdplFi:‘g:stion
N703 CAAGCAGAAGACGGCATACGAGATTTCTGCCTGTCTCGTGGGCTCGG inmdplFi)fEStion
N704 CAAGCAGAAGACGGCATACGAGATGCTCAGGAGTCTCGTGGGCTCGG znmdpll?:‘icczzstion
N705 CAAGCAGAAGACGGCATACGAGATAGGAGTCCGTCTCGTGGGCTCGG gnmdplﬁ:‘ic(:::ion
N706 CAAGCAGAAGACGGCATACGAGATCATGCCTAGTCTCGTGGGCTCGG inmdplFi)fEStion
N707 CAAGCAGAAGACGGCATACGAGATGTAGAGAGGTCTCGTGGGCTCGG znmdpll?:‘icczzstion
N710 CAAGCAGAAGACGGCATACGAGATCAGCCTCGGTCTCGTGGGCTCGG gnmdplﬁ:‘ic(:::ion
N711 CAAGCAGAAGACGGCATACGAGATTGCCTCTTGTCTCGTGGGCTCGG inmdplFi)fEStion
N712 CAAGCAGAAGACGGCATACGAGATTCCTCTACGTCTCGTGGGCTCGG gnmdpll?ﬁ?:;{tion
S505 AATGATACGGCGACCACCGAGATCTACACGTAAGGAGTCGTCGGCAGCGTC gnmdplﬁ:‘ic(:::ion
S508 AATGATACGGCGACCACCGAGATCTACACCTAAGCCTTCGTCGGCAGCGTC inmdplFi)fEStion
LMNA_For CCTATTAGAGCCTTTGCCCC TIDE

LMNA_Rev CCTGATACCCCCACCATTCC TIDE

TRAC_EX1 For | TTTCAGGTTTCCTTGAGTGGCA TIDE

TRAC_EX1 _Rev | TGGCCATTCCTGAAGCAAGGAA TIDE
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Figure S1. CRISPR/Cas editing of HD fibroblasts. TIDE analysis of HD fibroblasts
nucleofected with gRNA LMNA or gRNA TRAC as control.



Figure S2
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Figure S2. TGFbeta levels in EDMD2 and gene edited EDMD2 fibroblast medium. Data are
mean values of triplicate samples +/- standard deviation. TGFbeta 1 and TGFbeta 3 levels
in EDMD2 and gene edited EDMD2 were comparable to controls. The amount of TGFbeta
2 was significantly increased in EDMD2 fibroblast medium, as determined by
Student’s T-test (*, p<0.05).



