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Figure S1: a. Image of osteoblast derived from Shwachman Diamond Syndrome subjects (SDS10, SDS11)
and from a healthy subject (H9), magnification 10x. b. Proliferation of osteoblast derived from Shwachman
Diamond Syndrome subjects (SDS=3) and from healthy subjects (n=4). c. Representative image of Western
blot analysis of full length and cleaved caspase 3 protein expression in osteoblasts from healthy subjects
(H3,H1. H2) and SDS patients (SDS5,SDS3,SDS13) d. Over-exposed image of the western blot did not reveal
the presence of cleaved caspase 3 e. Characteristics of the antibody used for the detection of full length and
cleaved caspase. all these data indicate that SDS-OBs has comparable proliferation and apoptotic activies as
H-OBs.
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SBDS chromosome:GRCh37:7:66452064:66461188

aattagcttggcgtggccgctcacacctgtagtcccagctacttgggaagctaacgectgg
aagatcgctcgaacccaggaggtcgaagctgcagtggggccatgaccctgceccactgcecact
ccagcctgggtgacagagtgagactgacttaaaaaaaaaactgtaaataaaaaagcaaca
aaaaaatgaaaaaagaataaaacaaggatggcaaaatgttgatagcggggtgatgggtac
atagaaggttcattacacttttttgtctacattttatgttaaaatatttctattataaaa
gggtgagtaaataaaaatatttattataaaataattctattataaaaaatatttatatta
taaagtgggtctggcccttgaattccgecggaacgaggtggtgccaacgctgtgttttaac
ccggtcactaaacatccgcgagcatcctgtcagagctctcagetcattggcgaaagtaaa
tacgccaaggaaaagcacctccctttttgggecgtggaaagatggcgtaaaaagccacaat
acgcaggcgtcatcgctcacttttcceccecctececcggettetgetceccacctgacgectgegea
GTAAGTAAGCCTGCCAGACACACTGTGACGGCTGCCTGAAGCTAGTGAGTCGCGGCGCCG
CGCACTGGTGGTTGGGTCAGTGCCGCGCGCCGATCGGTCGTTACCGCGAGGCGCTGGTGG
CCTTCAGGCTGGACGGCGCGGGTCAGCCCTGGTTCGCCGGCTTCTGGGTCTTTGAACAGC
CGCGATGTCGATCTTCACCCCCACCAACCAGATCCGCCTAACCAATGTGGCCGTGGTACG
GATGAAGCGTGCCGGGAAGCGCTTCGAAATCGCCTGCTACAAAAACAAGGTCGTCGGCTG
GCGGAGCGGCGTgtgagtagcccecctececctecgggectgggectgggectgagecgtcecacC
tccgaggcggcectgtctcectgeccaagtcgagtgaatgggeccaggectggggtgttggecgg
ggaggaaatggaacattcctgctgtgagcatgagacgtcgctgtccgagettggecgecta
agccaagggtttcttctttatttggttggttcggattgggttgttggtttggggttttgt
tttgttggtgtcataaaagctgcagccaagaaatctcgtaattgtggteccttttectaga
ataatgatggctgagaacctagtcttacgaatactgtcatagttgtgggtacatctggtg
tcatagatctcagtagccctagcagtttaaagtgcgtagtgtcttcactgectgceccatcta
gggactggcattccgtggcagcagctgtctgcaccceccaccccacccttgtgtttettacg
tcctcccatgacatttttectccagtgagcaaatggtaaggcaaatacggttectgagtttt
gaaaatgttccctcaggccgatgcgggcagttcacttgaggccaggagttcgaggeccage
ctggccaacatgaaaccccatctctactaaaaatacaaagttagceccgggtgtggtggege
atgcctgtaatcccagttactcaggaggctgaggcgggagaatcacttgaacccgggagg
ctgaggttacagtgacccgagatcgcgccattgcactccagecctgggcaaaaacagtgaa
attccatctaggggcgggggttggggggtaagaaaaagaaaactgccctctacactaaag
gtcatcagggggatttgttgtgtcttgccgttcatgttgttgccatctecgtatttaaatyg
taaatgcatgtccaagtttcaagtatattcacataggactttctctcctgceccctcacaag
GGAAAAAGACCTCGATGAAGTTCTGCAGACCCACTCAGTGTTTGTAAATGTTTCTAAAGG
TCAGGTTGCCAAAAAGGAAGATCTCATCAGTGCGTTTGGAACAGATGACCAAACTGAAAT

v Vc.258+2T>C
CT.AAGCAGgEgggtaacagctgcagcatagctaaccctaataaccatttataacgtat
N —
del 8 bp

ttgtagatatattaaacattaaaggctgtttttctggaggaaagactaaccaagcaataa
tgtgaactgcacagtgtcacttctaataataaagaacttggtggttttgtttgttttttyg
tggtttttttttttttttttttgccaaaacctcctgaaatcagattttctactaaattac
ctcatttttctataaattgccccatttatagaatgtggtatacctgaaaactgaatttgt
tttcaagtatttcatctttcagatccttttttttttgggtggggggacagagtcttgectce
tgttgcccaggctggagtgcagtgcacttcactgcactcagectcactgcaacctcectgect
cctggattcaagcgattctcttgcecctcagcttccagggtagectgggattacaggtgecca
ccaccctgcecctggctaatttttggatttttagtagagatggggtttcaccatgttggceca
ggttggtctcaaactcctgaccttgggtgatatgcccgecttageccacccaaagtgctgg
gattacagatgtgagccactgagcccagccaaaagattcttgcatcttttgggcaaaget
caaaccattacttacatattgatagctggagaggatgaaatttaattttctctccatcca
gttactcattttttatggttagttaataaatagtgtgtgatagagaaagatagtgatttc
ttaaatgtgttggcatttttttagATTTTGACTAAAGGAGAAGTTCAAGTATCAGATAAA
GAAAGACACACACAACTGGAGCAGATGTTTAGGGACATTGCAACTATTGTGGCAGACAAA
TGTGTGAATCCTGAAACAAAGAGACCATACACCGTGATCCTTATTGAGAGAGCCATGAAG
GACATCCACTATTCGGTGAAAACCAACAAGAGTACAAAACAGCAGgtgagtggtttctca
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(b)
WT ATGTCGATCTTCACCCCCACCAACCAGATCCGCCTAACCAATGTGGCCGTGGTACGGATG exonl
258+2T>C ATGTCGATCTTCACCCCCACCAACCAGATCCGCCTAACCAATGTGGCCGTGGTACGGATG

WT pep M $ I F T P T N Q I R L T N V A V V R M

Alt pep M §$ I F T P T N Q I R L T N V A V V R M

WT AAGCGTGCCGGGAAGCGCTTCGAAATCGCCTGCTACAAAAACAAGGTCGTCGGCTGGCGG
258+2T>C AAGCGTGCCGGGAAGCGCTTCGAAATCGCCTGCTACAAAAACAAGGTCGTCGGCTGGCGG

Wt pep K R A G K R F E I A C Y K N K V V G W R

Alt pep K R A G KR F E I A C Y K N K V V G W R

WT AGCGGCGTGGAAAAAGACCTCGATGAAGTTCTGCAGACCCACTCAGTGTTTGTAAATGTT exon2
258+2T>C AGCGGCGTGGAAAAAGACCTCGATGAAGTTCTGCAGACCCACTCAGTGTTTGTAAATGTT

WT pep S GV E XK DL DU EV L QTH S V F V N V

Alt pep S GV E XK DL DU EV L QTH S V F V N V

WT TCTAAAGGTCAGGTTGCCAAAAAGGAAGATCTCATCAGTGCGTTTGGAACAGATGACCAA
258+2T>C TCTAAAGGTCAGGTTGCCAAAAAGGAAGATCTCATCAGTGCGTTTGGAACAGATGACCAA forw M
WT pep S K G Q V A K K E DL I S A F G T D D Q

Alt pep S K G Q V A K K E DL I S A F G T D D Q

WT ACTGAAATCTGTAAGCAGATTTTGACTAAAGGAGAAGTTCAAGTATCAGATAAAGAAAGA exon3
258+2T>C ACTGAAATCT-———-—--— ATTTTGACTAAAGGAGAAGTTCAAGTATCAGATAAAGAAAGA

WT pep T E I ¢C K 9 I L T K G E V Q V S D K E R

Alt pep T E I Y F D X

WT CACACACAACTGGAGCAGATGTTTAGGGACATTGCAACTATTGTGGCAGACAAATGTGTG
258+2T>  CACACACAACTGGAGCAGATGTTTAGGGACATTGCAACTATTGTGGCAGACAAATGTGTG

WT pep H--T--Q--L--E--Q--M--F--R--D--I--A--T--I--V--A--D--K—-C—-V~-

WT AATCCTGAAACAAAGAGACCATACACCGTGATCCTTATTGAGAGAGCCATGAAGGACATC
258+2T>C AATCCTGAAACAAAGAGACCATACACCGTGATCCTTATTGAGAGAGCCATGAAGGACATC <« rev
WT pep N--P--E--T--K--R--P--Y--T--V--I--L--I--E--R--A--M--K--D--1

Figure S2. Splice site mutation in the SBDS gene

(a) Genomic sequence of the gene SBDS showing the first 3 exons (capital letters) and introns
(lowercase letters). It is indicate the position of the mutation ¢.258+2T>C ( ¥ )that abrogates
the classical 3’ splice site GT and creates the mutated and weak splice site GC, and the
position ( ¥ )of the alternative splice site used in the alternative transcript, resulting in the
deletion of 8 nucleotides.

(b) The alignment of wild type (WT), mutated (258+2T>C) nucleotide sequences and the
amino acids sequence of the alternative transcript (alt pep) and the wild type protein at the
mutation level (WT pep). Primer sequences (forward and reverse) used for the RT-PCR are
underlined and in bold.



