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Online Supplementary Table S1. Topographical distribution of SEC23B mutations in CDA Il patients.

Patient Exon Nucleotide change Effect on protein Mutation status
Nonsense mutations

2;13; 15 3 c. 235 C>T R79X * Comp het
8 6 c. 649 C>T R217X */f Het

18 7 c. 790 C>T R264X * Comp het
35a, 35b 10 ¢. 1201 C>T R4A01X * Comp het
15; 31 14 c. 1648 C>T R550X Comp het
Frameshift mutations

6 9 c. 1063 (delG) D3551fsX8 * Comp het
20 17 c. 1962-64 (delT) T654TfsX13 Comp het
Missense mutations

2; 11;13; 16; 17; 22; 23; 27; 35a, 35b; 37 2 c.40 C>T RI4W *1 Comp het
40 2 c. 40 C>T R14W Het
19; 39 2 .53 G>A RI8H * Comp het
5, T: 12; 14; 24; 25; 30; 32; 33; 34; 36; 38 4 c. 325 G>A E109K * f Hom
22;28 4 c. 325 G>A E109K Comp het
10 8 c. 953 T>C 1318T * Hom
16; 28 8 . 953 T>C 1318T Comp het
6 10 c.1157A>G Q386R * Comp het
Ia, 1b; 3 12 c.1385A>G Y462C * Hom
20; 21; 26; 31 13 c. 1489 C>T R497C *f Comp het
29 13 c. 1489 C>T R497C Hom
17 13 c. 1508 G>A R503Q Comp het
19; 31; 39 14 c. 1571 C>T A524V * Comp het
27 14 c. 1589 G>A R530Q Comp het
15 15 c. 1685 A>G Y562C Comp het
4 17 c. 1968 T>G F656L Het

9 18 ¢.2101 C>T R701C Het
21; 37 18 c. 2101 C>T R701C Comp het
18 19 c. 2166 A>C K723Q Comp het
Splicing mutations

23 6 c. 689 +1 G>A*f Comp het

Hom, mutations in the homozygous state; comp het, mutations in the compound heterozygous state; del, deletions; ins, insertions. In bold, novel mutations, not contained in references 13*
and 14'.
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015437 GhFRRAFGATLIVETSRELEIAGALIGP
Q9BESS GDFRMAFGATLDVETIRELEIAGAIGP
QSHSG2 GDFREAFGATLDVETSRELEIAGAIGP
AZANAL1 GDFRMAFGATLDVETSRELRIAGAIGPOVE
QISZNZ GNFREAFGATLEVETSRELEVAGAIGRQ

ClIHMD GEFEMAFGANLEVETSRELEISGAIGPO
Q6AZ98 GEFRMAFGATLEVETSRELEVSGAIGR(

FC-VSENELGVGGTSOVEICGLIFT 456 Homo sapisna
~YSENELOVOOTSOUKICGLDPT 456 Macaca fescicularis
T -VSEHELGVGGTSQUKICGLDPT 456 Pongo abelid
PC-VSENELGVGGTSOWKICGLDPS 456 Mus musculus
PC-VSENELGVGGTSOWKICGLDPT 456 Bos taurus

P - ISENELGVGETCQURICSLDPT 454 pana ridibunda
MAPC -VSDNENGVGGTCOWKEICSLEFA 455 pDanio rerio

OEDTED  GSFERMGFGANLDVETSRELEISGTIGPOVELN PL-VEENELGVGGTSQUVKICALDPFT 456 Yenopus laevis

4TEYT GSFEMAFGAALEVETSREIKVSGAIGRG PE=-VSEN-LOTAEFVSGRCVAVTFE 516 Tetracdon nigroviridis
CanNrNe WLMAEWMLKIMGIH 3PS -VSDVEIONGNTVOUELCTLNPS 458 [Drosophila melancgaster
QPMIZ1  GHLERGFNATHEVEVGAGLEIEGVLGE HVENAN -VIDOENG IGGTCOWKFGAISFR 511 Caesnorhabditis elegans
ALCEWT DHNLLEGFNASLEVLTTEELEVTGL IGHAVS P -VOETECGIGNTCAWENCGIDPA 456 Aspergillus clevatus

Gl71z0 GDLENAFNGTLEIRCSRELKIEGGIGS
P15303 GYLKRAFNGNRAVETIEDLEVOGL IGHA

v WOl ko Py W W

S-VSDSEIGNGNTAQURLCTHTPN 460  Aedes aegypti
NISESEIGIGATSTUENASLSPY 453  sSaccharomyees cerevisise

Q15417 STLGIYFEVVNGENTPIPQGG-—-----—-RGATQ

Q9BE9S STLOIYFEVVNOHNAP IPQGG-=—====== RGAID CHSSTORRIRVTTIARNUAD 507
OSRSGI STLGIVFEVVNOHNTPIPOGG-——=—-——=-REAIQ RIRVTTIARNUAD 507
AZANALl STLGIYFEVVHOHNAFVPOGG-——=————-RGAIQ M ERIRVTTIARNRAD 507
GI82N2  TTLGIVFEVVNCOHMAPIPOGG -——------RGAIOFVTHYOHSSTORRIRVTTVARNVAD 507

GATHW0 TTLGITFEVVNOENAPIFQGG=-======= F.Gll v QHSSTOKRIRVTTIARNWAD 507
QBAZOE TTLARYFEVVNQHENAFVPOGG -——==—r-=- HSHTORE

Q6DIED  TTLATYFEVVNQHNAPIPQGG-——
Q4TEVT TILALYFEVVNQHNAP IPQGG ~= === QHSSGERRIFVTTIARNEAD 567
CONFNG  STVAYFFEVVNCHAAPIPQGG=========RGCIOF ITIONOHPSGORRIFVTTLARSWAD S09
QaU2zZ1 TTIGVWFEIALAOHGSATPQGG —======== RGN HIADGRERIRVTTTCRTWAD 562
ALCREWT SEYGVYFEIANOGGRLAVOIPGPQ-—————- RGHROFLTVYOHSSGHYHLEVTTVARPLSG 509

Q1TIZ0D STEAFFFEVANQHAAPIPQGG-—====—== RGCLOFI GHSSCORRIFVTTVARSEAD 511
P15307 HSYATFFEIANTAANSHPMMSAPGSADRPELAYTOF ITINORSSCTNRIFUTTVAN ==L 511
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Online Supplementary Figure 2S. Multiple DNA sequence alignment of three single nucleotide polymorphisms of SEC23B protein. Fourteen
species were aligned using Database UniProtKB release 15.0 of Mar-25-2009; program NCBI BLASTP 2.2.17 [Aug-26-2007] on
services.uniprot.org (http://services.uniprot.org/blast/). The species’ name, protein number and portions of the sequence are shown for each sin-
gle nucleotide polymorphism discovered. Mutated amino acids are highlighted with the red box, showing the conservation among species. *
residues identical in all sequences in the alignment. : conserved substitutions observed. .semi-conserved substitutions observed. The table con-
tains the allele and genotype frequencies in both control subjects and patients.

W High ferritin‘age ratio Online Supplementary Figure 3S. Correlation

analysis of ferritin level/dosage age ratio.

120 - [ Low faritin'age ratio Patients with one nonsense + one missense

mutation (group B, n=10) have a higher fer-

ritin level/age ratio compared with patients

with two missense mutations (group A, n=19)
(OR=6.9, 95% CI: 1.1-41.8, P=0.03, ¥ test).
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