da e e b 310 320 330 340 350 360

—~ NS U P PO R T T FEUON U T TRUON oo
e T WT  CGTCAGTCAACTAATGCTTATCCTGACCTAAGAAGCTGTGTCAATG 346
WT Exon 4 @ N Exonb5 RQSTNAYPDLR RSECVN
GT AG VA CGTCAGTCAACTAATGCTTATCCTGACCTAAGAAGCTGTGTCAATGGTAAGCACTTCTAC 360
RQSTNAYPDLRSGCVNEGEKHEF.Y
Intron 4 Fa 370 380 390 400 410 420
. SRR IR (R PR AR DR DR DRSNS PR D P
(48 bp) AS W CCATTCCAGACCAGTGTAGTCCTCTG 372
VA \-\ ATPDQGCSTPL
GA GT AG Xon VA CATCAATTGAAAAAACAAAACAAAAACTCTGTAGCCATTCCAGACCAGTGTAGTCCTCTG 420
HOoLKEKOGONEKNSVAIPDOGE CGSTPL
cDNA 77..234 260..346 470..601 728..849 966..1155 1324..1492 1645..1870
C 1(ATG)..76 235..259 347..469 602..727 850..965 1156..1323 1493..1644 1871..2031(TAA)
Exon 1 2 3] 4 5 6 rd 8 9 10 1 12 13 14 15
AA 1(Met)..26 26..78 87..116A 156..201 243..283 322..385 442..498 549..624
79..87 116..156 201..243 284..322 386..441 498..548 624..677(0OCH)
Domain  EETNRIEES EDEEDESD
AA 23..87 117.. 160.. 201.. 246.. 299..475 484..666
155 200 242 283

16 AA insertion

Supplementary Figure 1. The outcome of the splicing variant of the present case. (a) Schematic representation of the aberrant
splicing of PROS1. The GT to GA change of the intron 4 splice donor site activates a criptic donor site in intron 4,
NG_009813.1(NM_000313.4):¢c.346+49 346+50GT, causing a 48 bp insertion of the intron 4 sequence into the mRNA. (b)
Translation of a 48 bp insertion. The aberrant 16 amino acids are inserted between Asn (N) 115 and Ala (A) 116. (¢) Schematic
representation of the cDNA, amino acids, exon number and protein domain positions. The aberrant insertion of 16 amino acids is
located just before the first EGF-like domain. AA; amino acid, AS; aberrant splicing, EGF; epidermal growth factor-like domain,
GLA; gamma-carboxyglutamic acid-rich domain, LG; laminin G domain, NS; normal splicing, TSR; thrombin sensitive region
domain, WT; wild type, VA; variant allele.



