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Figure S1. Metabolic fluxes analysis in normal and Kabuki syndrome-affected patients’ fibroblasts, as
described in the legend of Figure 1. The mutations in KMT2D carried on by each Kabuki patient are
indicated in (A). (A) and (B) are metabolic parameters inferred from the OCR and ECAR assays,
respectively. The bars are means + SEM of three independent experiments carried out in triplicate
under each condition. (C) and (D) are OCR- and ECAR-related parameters resulting from the
averaging of the four Control and five Kabulki fibroblasts; *, P <0.05 vs control fibroblasts. In the table
below further features of the patients’ fibroblasts are indicated.

Age of
Kabuki biopsy Culture
Patient Sex (years) passage
#1 F 3 5
#2 F 3 5
#3 M 4 6
#4 M 5 5
#5 M 5 5
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Figure S2. Measurement of the intracellular ROS in normal and Kabuki syndrome-affected patients’
fibroblasts. DCF-loaded fibroblasts were analysed by confocal microscopy as in Figure 5A and the
mean fluorescence intensity/cell of the probe was estimated as described in Materials and Methods.
The bars are mean + SEM of three independent experiments for each sample; *, P < 0.05 and ***, P <
0.0005 vs normal (CTRL) fibroblasts.

Table S1. OFF Target prediction for gRNA used for KMT2D KO of human patient’s cell lines.
(http://www.rgenome.net/cas-offinder/).

cRNA-gRNA_A DNA TARGET SEQUENCES Chromosome Position Mismatches
GTGCGGCGTTGTGCTCTCTGNGG GTGCtGCGcTGTGtTCTCTGAGG chrl 94025031 3
GTGCGGCGTTGTGCTCTCTGNGG aTGCGGCGcTGTGtTCTCTGAGG chr6 7840822 3
GTGCGGCGTTGTGCTCTCTGNGG GTGCGGatTTGTGCTCTCcGGGG chr14 100726557 3
GTGCGGCGTTGTGCTCTCTGNGG GTGaGGCGTTGgGCTCTCTtAGG chrX 11084607 3
GTGCGGCGTTGTGCTCTCTGNGG GTGCtGgGTTGTtCTCTCTGTGG chr18 48142412 3

ctrRNA-gRNA _B DNA TARGET SEQUENCES Chromosome  Position = Mismatches
CTCACCATTGGTGTGCTGCANGG  CTCACCATTGaTaaGCTGCAGGG chr3 101257523 3
CTCACCATTGGTGTGCTGCANGG  CTCACCATTGGgaTGCTcCAGGG chrl 103708618 3
CTCACCATTGGTGTGCTGCANGG  CTCACCATTGGgaTGCTcCAGGG chrl 103643330 3
CTCACCATTGGTGTGCTGCANGG  CTCACCATTGGgaTGCTcCAGGG chrl 103737468 3


http://www.rgenome.net/cas-offinder/

CTCACCATTGGTGTGCTGCANGG
CTCACCATTGGTGTGCTGCANGG
CTCACCATTGGTGTGCTGCANGG
CTCACCATTGGTGTGCTGCANGG

CTCACCATcaGTtTGCTGCATGG
CTCACCATcaGTtTGCTGCATGG
CTCACCcTgGGTGaGCTGCAGGG
CTCAtCATTGGTcTGtTGCAAGG
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caRNA-gRNA_C

DNA TARGET SEQUENCES

Chromosome

Position

Mismatches

CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG
CATGTGGGAGAGGTCTCTGTNGG

CATGTGGGAGAGIT{TCTGTTGG
CATGTtGGACAGGTCTCTGTTGG
CATGTGGGAGAtGTagCTGTGGG
aAaGTGGGAGAGaTCTCTGTGGG
CcTGTGGGAGAGGTCcCgGTAGG
gcTGTGGaAGAGGTCTCTGTGGG
gcTGTGGaAGAGGTCTCTGTGGG
CAgGTGGGACAGGTCaCTGTGGG
CATGTGGGgGgGcTCTCTGTGGG
CcTGTGGGAGAGaTaTCTGTAGG
CATGTGGGAGAGGcagCTGTGGG
CATtTtGeAGAGGTCTCTGTCGG
CAaGTGtGAGAGGTCTgTGTAGG
CAgGTGGeAGAGGCTCTGTTGG
CAaGaGGGAGAGGTCaCTGTAGG
CATGTGGcAGAGGTgTCTITAGG
CATGTGGGIGAGGTCTCaGgGGG
CAgGTtGGAGgGGTCTCTGTGGG
CATGTGtGAGAGGTgTITGTGGG
CATGTGGGAGAGGtTCTGTGG
CATtTGcGgGAGGTCTCTGTGGG
CATtTGcGgGAGGTCTCTGTGGG
CATtTGcGgGAGGTCTCTGTGGG
CATtTGcGgGAGGTCTCTGTGGG
CATaTGGGAGAGGTTCTGcAGG
CAgGaGGGAGgGGTCTCTGTAGG
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