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Supplementary Table S1
Filtered variants of Case I.1.
Gene Chromosome Position  HGVS Nomenclature Protein Change Exon/Intron  Zygosity f:n':::m m‘? fg..mﬁ) rsID mue) mmuz a‘n": CENEED lc'::b:;lu:;z‘
ABCALY 7 48349721 ENST00000435803.1:09499C>T  p.Arg3167Ter Exon 24 HET  matermal!  NA 0915 NA 0.001 N/A 1
ACTN3 11 66327703 ENST00000502692.1:¢.1727C>T p.Ala576Val Exon 14 HET ‘maternal® N/A N/A rs372101780 0.001 RHOA (STRING) vus
AFDN 6 168370601 ENST000004008223:0.5491C>A  pLeul83 1Mot Exon34 HET  matemal! 0181 038 15765987505 0.0 YWHAB (GeneMANIA) vUs
ANKSIA 6 35048916 ENST00000360359.3:¢.2690C>T p.Ala897Val Exon 17 HET ‘maternal’ 0,017 0,691 rs779234201 0.001 YWHAB (GeneMANIA) vus
ARHGAPZ3 17 36584785  ENST000004312312:c.56CT pProl9Leu Exonl HET  patemal 0,046 0785 77310873 0.0 RHOA/BIC (STRING) vUs
ARHGAP32 11 128842491  ENST00000310343.9:¢.3868G>C p-Asp1290His Exon 21 HET palemal' 0,071 085 15200698355 0.001 RHOA/B/C (STRING) + RHOA (GeneMANIA) vus
CACNAIH 16 1252227 375;003(;%8&?&2@1\@@ pHis593_Thrs97delinsPro Exon 9 HET il N/A 1,174 5768475346 0,001 PYCARD (GeneMANIA) VUS
DIAPHI 5 140953556 i’f:;r;"l‘;";’o?;“c‘ é::é:CTCCT pPro618_Pro620dup Exon 16 HET maternal’  N/A 0818 NA 00 RHOA/B/C (STRING) + RHOA/C (GeneMANIA)  VUS
EPHA6 3 96533572 ENST000003896725:0105C>G  p.Cys3sTmp Exon1 HET  patemal’ 0,062 0829 15759542650 0.0 RHOA/BIC (STRING) vUs
F10 13 113777176  ENST00000375559.3:¢.7C>T p.Arg3Cys Exon 1 HET pnlcnul' 0,117 0,807 15149972574 0.0 PYCARD (GeneMANIA) vus
FGDI x 54521801  ENST000003751353:0.65C>T pPro22Leu Exon 1 HET  matmal! 0133 0515 NA 00 RHOA/B/C (STRING) vus
‘GPALPP1 13 45589160 ENST00000379151.4:¢.482C>T p.Thr161Met Exon 5 HET pnlcnml‘ 0,139 1,006 rs181252018 0.001 RHOA (GeneMANIA) Vus
HRNR 1 152187936 ENST000003688012:06169CT  p.Arg2057Ter Exon3 HET  patema’  NA 186 rs878915709 0.0 PYCARD (STRING) vus
MDM4 1 204511936 ENST00000367182.3:¢.536C>G p.Alal 79Gly Exon 8 HET patemal' 0,02 0,7 rs146492402 0.0 YWHAB (GeneMANIA) vus
MEFV 16 3293407  ENST000002195961:02080A>G  p.Mct694Val Exon 10 HET  maternall 0406 1228 161752717 0.094 N/A P
MEX3B 15 82337998 fﬁ:‘;ﬁ?ﬁé&éé(}m p-Serl4_Glyl6dup Exon 1 HET ‘maternal” N/A 0,842 rs756729330 0.001 YWHAB (GeneMANIA) vus
PHKA2 X 18917338 ENST00000379942.4:¢.3064T>A p-Ser1022Thr Exon 29 HET pnunul' 0,139 0,775 15773766679  0.001 PYCARD (GeneMANIA) Vvus
PITPNMI 11 67265666  ENST00000534749.1:0.1612C>T  p.AgS38Cys Exon 10 HET  patemal’ 0211 0,687 15759052851 0.0 RHOA (GeneMANIA) vUs
PTBP1 19 805158 ENST00000356948.6:¢.863C>T p-Ser288Leu Exon 8 HET palem,;l' 0,187 0,757 15147259741  0.001 CASPI (STRING) Vus
RIPOR? 6 24348345 ENST000002596984:0985G>A  p.Ala329Thr Exon 12 HET  patermal 0068 0718 135254980 0.0 RHOA (STRING) + RHOA/C (GeneMANIA) vus
SHROOM3 4 77660493 ENST00000296043.6:¢.1167T>A p.Ser389Arg Exon 5 HET palem,l[' 0,182 0,897 15201389959 0.0 YWHAB (GeneMANIA) vus
XPA 9 100459431 ENST000003751284:c.144C>G  p.Tyrd8Ter Exon | HET  maternal’  N/A 0557 NA 00 N/A Lp

HGVS: ‘Human Genome Variation Society’, N/A: ‘not applicable’, HET: Heterozygous, P: Pathogenic, LP: ‘likely’ pathogenic, VUS: ‘variant of uncertain significance’, MAF: ‘Minor allele frequency. { Since
'WES was not studied in the father of the case, the parental inheritance of these variants cannot be definitively stated. The possibility of de novo inheritance cannot be excluded! & Pathogenicity assessment
and criteria are based on ACMG 2015 guideline.

Filtered variants of Case II.1.

In Silico

Gene  Chromosome Position  HGVS Nomenclature Protein Change ~ Exon/Intron  Zygosity Pl:h':;l";'m ;%u:;. :gnm) ) mm) m}:,m ;«:: with Pyrin mﬂ;‘:‘
ADAMI2 10 127843804 ENST00000368679.4:c.331A>G p.Asnl11Asp Exon4 HET ‘maternal 0,055 0,843 1367875671 0.0 RHOA (GeneMANIA) vus
ALB 4 74282037  ENST00000295897.4:¢.1256T>A p-Phed19Tyr Exon 10 HET patemal 0253 0,897 151025342545 0.0 PKNI and YWHAB (STRING) vus
ANXA2 15 60674597  ENST00000332680.4:0.146C>G p.Thra9Ser Exon3 HET paternal 0,066 0,943 15780461746 0.0 PYCARD (STRING) vus
BCL10 1 85736574  ENST00000370580.1:c.73C>T p.Arg25Cys Exon2 HET de novo 0,680 0,648 NA 00 PYCARD (STRING) - CHUK related interaction ~ VUS
CHUK 10 101969420 ENST00000370397.7:¢.1060C>A p.Leu3salle Exon 10 HET paternal 0,119 0,608 N/A 0.0 :Ihcﬁéfﬁm SRRl g
CRY1 12 107393742 ENST00000008527.5:¢.803A>G p-Lys268Arg Exon 6 HET ‘maternal 0,061 0,748 15138102124 0.0 YWHAB (GeneMANIA) vus
FMN2 1 240371963  ENST00000319653.9:0.3851A>G p.Lys1284Arg Exon’s HET maternal 0,306 0,970 15578174204 0.001 CASPI (GeneMANIA) vuUs
GIGYF2 2 233680423  ENST00000373566.3:0.2250G>C p.Gln750His Exon20 HET ‘maternal 0262 0,763 15895609234 0.001 YWHAB (GencMANIA) vus
L3R 1 67635297  ENST00000347310.5:0.343T>G p.Cys115Gly Exon3 HET maternal 0436 0,829 15746144971 0.0 IL1B (GeneMANIA) vus
MP4 2 131100663 ENST00000259239.3:c.8G>C p.Arg3Pro Exon2 HET de novo 0,525 0,927 NA 00 NA vus
LAMB1 7 107616254 ENST00000393561. 1:c.1141G>A p-Val38llle Exon8 HET patemal 0,034 0,952 15200303288 0.001 YWHAB (STRING) vuUs
MEFV 16 3203403 ENST00000219596.1:c.2084A>G p.Lys695Arg Exon 10 HET maternal 0353 1,228 15104895004 0.005 NA P
MYHI3 17 10265498  ENST00000252172.4:c.442C>T p.Argl48Cys Exon’s HET maternal 0,792 0,991 15367783054 0.0 PSTPIPI (GeneMANIA) vuUs
NCOAZ 8 71068582 ENST00000452400, p.Pro673Arg Exon 11 HET matemal 0,067 0,773 1561754971 0.001 PKNI (STRING) + PKNI (GeneMANIA) vus
NLRP12 19 54313570 ENST00000391773 p.Gly44sAla Exon3 HET paternal 0,240 1,195 15104895566 0.001 PYCARD (STRING) vus
PHLDB2 3 111658386  ENST00000393925. p.His732Arg Exon7 HET paternal 0,037 0,959 NA 00 YWHAB (GencMANIA) vus
PPMIB 2 44445202 ENST00000282412. p.Gly354Glu Exon4 HET ‘maternal 0,673 0,896 NA 0.0 PKN2 (GeneMANIA) vUs
RPL31 2 101620666 ENST00000409038 p.Phes2Leu Exon3 HET matemal 0310 0,485 NA 00 PSTPIPI (GeneMANIA) vuUs
SEN 1 27190265  ENST00000339276.4:0.562G>A p.Glul88Lys Exon1 HET ‘maternal 0364 0,694 5761394832 0.0 YWHAB (STRING) vus
TACR3 4 104640580  ENST00000304883.2:c.251_252dupGC  p.lle8SAlafsTer33  Exon 1 HET paternal N/A 1,244 NA 0.001 N/A Lp
TBCIDL 4 38022269 ENST00000261439.4:c.1030G>A p.Gly3aaser Exon HET paternal 0,138 0918 15758994457 0.0 YWHAB (STRING) + YWHAB (GeneMANIA) VUS|
TIAM2 6 155469341  ENST00000456144. 1:c.1901G>A p.Arg634Gln Exon 6 HET paternal 0,143 0,887 15138017039 0.001 RHOA/B/C (STRING) vus
TIN 2 179602922 ENST00000589042.1:c.14258A>G  p.Tyr4753Cys Exon49 HET materal 0,345 1,023 15752678561 0.0 PYCARD (GeneMANIA) vUS

HGVS: ‘Human Genome Variation Society’, N/A: ‘not applicable’, HET: Heterozygous, P: Pathogenic, LP: ‘likely’ pathogenic, VUS: ‘variant of uncertain significance’, MAF: ‘Minor allele frequency. &
Pathogenicity assessment and criteria are based on ACMG 2015 guideline.
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Filtered variants of Case III.1.

In Silico

Gene Chromosome Position ~ HGVS Nomenclature Protein Change  Exon/Intron  Zygosity s P(I:Eedvkntgn U D m“”) m”::l;‘:::::;';‘ﬁ;‘:;:r ‘with Pyrin g:::gﬁ;"i:::.
ARHGAP20 11 110450457 ENST00000260283.4:c.3213A>T  p.Leul071Phe Exon 16 HET paternal 0,154 0,870 15143937766  0.001 RHOA/B/C (STRING) vus
ARHGAP27 17 43507530  ENST00000428638.1:c.116G>A  p.Arg39GIn Exon 1 HET ‘maternal 0,136 0,756 15754321879  0.001 RHOA/B/C (STRING) Vus
ARHGEF7 13 111932966 ENST00000375741.2:¢.1730C>T  p.Thr577Met Exon 16 HET paternal 0,399 0,666 15539695846  0.001 RHOA/B/C (STRING) + YWHAB (GeneMANIA) vus
C1QA 1 22964189  ENST00000402322.1:¢.80G>A p-Arg27GIn Exon 1 HET paternal 0,180 0,703 1541507347 0.001 PYCARD (GeneMANIA) vus
C1QC 1 22973906  ENST00000374640.4:¢.368C>T  p.Thr123Met Exon 3 HET maternal 0,571 0,900 15369345026 0.0 PYCARD (GeneMANIA) Vus
CENPJ 13 25484153  ENST00000381884.4:c.640G>A  p.Ala214Thr Exon4 HET paternal 0,011 0977 15769818191 0.0 YWHAB (GeneMANIA) VUs
CEP131 17 79170833  ENST00000269392.4:c.1679C>T  p.Pro560Leu Exon 14 HET paternal 0,024 0,959 15780199740  0.001 YWHAB (GeneMANIA) vus
CORO7 16 4412652 ENST00000251166.4:c.1363G>A  p.Gly455Arg Exon 15 HET maternal 0,226 1,023 15767466448  0.001 RHOA (GeneMANIA) Vus
EEF1D 8 144671495 ENST00000532741.1:¢.907G>A  p.Gly303Ser Exon 1 HET paternal 0,015 1,011 151399858736 0.0 PKN2 (GeneMANIA) vus
ERBIN 5 65350751  ENST00000506030.1:c3605G>A  p.Argl202Gln Exon21 HET maternal 0257 0,905 1138617538 0.0 Nod-like receptor signal pathway (DAVID) vUs
FAS 10 90762918  ENST000003557402:c.163G>C  p.AspSSHis Exon2 HET paternal 0,195 0,731 15148677058 0.0 RHOA (STRING) + RHOA (GencMANIA) VUS
FBN1 15 48704816  ENST00000316623.5:c.8176C>T  p.Arg2726Trp Exon 65 HET maternal 0,569 0,645 1561746008  0.001 RHOB (GeneMANIA) Vus
GORASP2 2 171811246 ENST 2:c.689A>G  p. Exon7 HET ‘maternal 0,139 0,714 NA 0.0 RHOA (GeneMANIA) Vus
HSPG2 1 22155422  ENST00000374695.3:c.12143T>C p.Leu4048Pro Exon 88 HET paternal 0,857 0,939 151368598061 0.001 PYCARD (GeneMANIA) vus
IKZF3 17 37988389  ENST00000346872.3:¢.23C>T p.Ala8Val Exon 2 HET paternal 0,020 0,657 5892775511 0.0 RHOA (GeneMANIA) Vus
TRAK3 12 66639034  ENST00000261233.4:c.1306A>G  p.Met436Val Exon 11 HET ‘maternal 0,231 1,012 15555279649  0.001 IL1B (STRING) + IL1B (GeneMANIA) vus
IRS1 2 227659746 ENST00000305123.5:¢.3709C>G  p.GIn1237Glu Exon 1 HET maternal 0,113 0,993 15747703859  0.001 RHOA (STRING) + YWHAB (GeneMANIA) Vus
ITGAV 2 187455234 ENST00000261023.3:c.169G>C  p.Val57Leu Exon 1 HET paternal 0,056 0,895 N/A 0.0 RHOA (STRING) + RHOA (GeneMANIA) vus
MAPIA 15 43817076 31152)0‘10102023::1?:;(; p.Glul374del Exon 5 HET paternal N/A 0,855 15748717835 0.0 RHOB (GeneMANIA) vus
MARS1 12 57910091  ENST00000262027.5:¢.2527C>A  p.GIn843Lys Exon 20 HET maternal 0,049 0,858 1561321660 0.0 PKN2 (GeneMANIA) vus
MEFV 16 3293407  ENST00000219596.1:¢.2080A>G  p.Met694Val Exon 10 HET ‘maternal 0,406 1,228 1561752717 0.094 N/A P
MEFV 16 3304463  ENSTO0000219596.1:c.605G>A  p.Arg202Gln Exon2 HET  matemal 0033 1228 w22 023 NA B
IL1B, IL18, PYCARD, CASP1 (STRING) + CASP1 and
NLRC4 2 32449648  ENST00000402280.1:¢.2969T>G  p.Val990Gly Exon 9 HET ‘maternal 0,145 0,382 N/A 0.0 PYCARD (GeneMANIA) + Nod-like receptor signal Vvus
pathway (DAVID)

PELP1 17 4575900 ::21‘35;[’70020301033:1:2964 p-Pro940AlafsTer35 Exon 16 HET de novo NA 0,050 NA 0.005 N/A Vus
PENI 17 4850009  ENST00000572383.1:c476A>G  p.Glnl59Arg Exon3 HET maternal 0,116 0407 NA 00 RHOA/C (STRING) vus
PPPIRI2B 1 202403894 ENST00000336894.4:c.1252A>G  p.Arg418Gly Exon 9 HET paternal 0,108 0,882 N/A 0.0 RHOA/B/C (STRING) Vus
PTBP2 1 97235271  ENST00000394184.3:c.161A>G  p.Asp54Gly Exon 5 HET ‘maternal 0,314 0,468 15765144770 0.0 CASP1 (STRING) Vvus
RAPGEF3 12 48151819  ENST00000389212.3:c.49G>A p-Vall7Met Exon3 HET paternal 0,123 0,897 1755530927 0.0 YWHAB (STRING) VUs
REEP4 8 21996564 ENST00000306306.3:c.428C>T  p.Alal43Val Exon 6 HET maternal 0,169 0,904 15756827594 0.0 YWHAB (GeneMANIA) Vus
SLC19A3 2 228566967 ENST00000258403.3:¢.68G>T p.Gly23Val Exon 2 HET maternal 0,906 1,063 1121917882 0.0 NA P
TAB2 6 149700064 ENST00000286332.5:c.1013C>A  p.Ser338Tyr Exon 2 HET paternal 0,247 0,760 N/A 0.0 Nod-like receptor signal pathway (DAVID) Vus
TP53BP2 1 223998183 ENST00000343537.7:¢.322A>G ~ p.Lys108Glu Exon4 HET paternal 0,092 0,788 151156872238 0.0 YWHAB (GeneMANIA) vus
ZC3HAV1 7 138738829 ENST00000464606.1:c.2566C>T  p.His856Tyr Exon 11 HET paternal 0,021 0,807 151346684781 0.001 YWHAB (STRING) Vus

HGVS: ‘Human Genome Variation Society’, N/A: ‘not applicable’, HET: Heterozygous, P: Pathogenic, LP: ‘likely’ pathogenic, VUS: ‘variant of uncertain significance’, MAF: ‘Minor allele frequency. &
Pathogenicity assessment and criteria are based on ACMG 2015 guideline.

Filtered variants of Case IV.1.

Gene Chromosome Position  HGVS Nomenclature Protein Change Exon/Intron Zygosity ;’;::;:’m ;':fm"'f;..).. :g;‘;:;) rSID mm) &":"""" 1"";‘;:‘:;';’ GF:::' EAUEZDY Z::’;‘::z :
ARHGEF15 17 8216371 ENST00000421050.1:¢.733C>T p.Arg245Trp Exon 2 HET ‘maternal 0,181 0912 15371870992 0.0 RHOA/B/C (STRING) + RHOA (GeneMANIA) Vvus
ARHGEF5 7 144062733 ng;oﬁgg‘ﬁggng(; " PpPro991Glu Exon2 HET paternal NA 08 NA 00 RHOA/B/C (STRING) + RHOA (GeneMANIA) vus
CHRMS 15 34355796  ENSTO0000383263 5:c878A>G pAsn293Ser Exon3 HET  patemal 0208 0802 15148495102 0.0 PKNI/2 (GeneMANIA) vUs
cLeNe 1 11887244 ENST00000376496.3:c.806C>T pSer269Leu Exonl0  HET  matemal 0915 03808 5761839015 0.001 YWHAB (STRING) vus
CTSG 14 25043894 f';zsg";’z‘)sﬁﬁé:é; pAsnl07_Aspl08del Exon3 HET [patormal NA 0817 N/A 00 PYCARD (STRING) VUS
TF116 1 158990150 ENST00000295809.7:¢.992C>G pTh331er Exon 6 HET  maternal 0,003 0919 NA 00 PYCARD (STRING) vus
meBs 17 73739839 ENSTO0000200181 3:03008G>A p.Argl003His Exon26  HET  patemal 0,021 0969 51311203130 00 YWHAB (STRING) + YWHAB (GeneMANIA) vUs
LATS2 13 21620032 ENST00000542899.1:c.134C>A p.Thr45Asn Exon 2 HET paternal 0,065 0,757 15751006272  0.001 YWHAB (STRING) vus
LPARZ 19 19735100 ENSTO0000542587.1:0,1021G>C p.Glu341GIn Exon6 HET  patemal 0,162 0667 NA 00 RHOA (STRING) + RHOA (GeneMANIA) vUs
MEFV 16 3293407 ENST00000219596. p.Met694Val Exon 10 HET paternal 0,406 1228 1561752717 0.094 NA P
MEFV 16 3304463 ENST00000219596. p.Arg202Gin Exon 2 HET paternal 0,033 1228 15224222 023 NA B
MYH13 17 10265676  ENST00000252172.4:¢.348+1G>A NA Intron 4 HET paternal N/A 0,739 15188631380  0.002 PSTPIP1 (GeneMANIA) VUs
NGF 1 115829085 ENST00000369512.2:¢.332C>T p.Alal11Val Exon 3 HET ‘maternal 0,056 0,798 15751440257  0.001 gggx;’?ﬁfzmiwc) R B EEE VuUs
OBSCN 1 228524825 ENSTO0000570156.2: G » Exon76  HET  matemal 0,153 1,044 NA 00 RHOA/B/C (STRING) + RHOA/B/C (GeneMANLA)  VUS
PPP3CC 8 22380233  ENST00000397775.3:¢.914C>G p.Pro305Arg Exon 8 HET ‘maternal 0,731 0,78 15750379620 0.0 YWHAB (STRING) + YWHAB (GeneMANIA) VUS
PRKACB 1 84610087 ENST00000370685.3:c.43A>C p.Thrl5Pro Exon 1 HET paternal 0,157 0,445 N/A 0.0 RHOA/B/C (STRING) VUs
PRRI 2 240982191 EoT VONOHETS9. L 81 ZOBIGTOCA, S ProfiTerd1s  Exonl HET  denovo NA NiA NA 00 N/A vus
SRC 20 36024610 ENST00000373558.2:c.617T>G p-Leu206Arg Exon 6 HET ‘maternal 0,271 0,396 151048616788 0.0 RHOA, YWHAB (STRING) + RHOA (GeneMANIA) VUs
TBCIDA 13 75880518 ENSTO0000377636.3:0.2683A5G PLys895Glu Exonls  HET  matemal 0201 0926 15369089434 0,001 YWHAB (STRING) + YWHAB (GeneMANIA) vus
TIN 2 179650715 ENSTO0000589042.1:¢.2230G>A p.Ala744Thr Exonld  HET  patermal 0,087 1,023 15144639994 0.001 PYCARD (GeneMANIA) vUs

HGVS: ‘Human Genome Variation Society’, N/A: ‘not applicable’, HET: Heterozygous, P: Pathogenic, LP: ‘likely” pathogenic, VUS: ‘variant of uncertain significance’, MAF: ‘Minor allele frequency. &
Pathogenicity assessment and criteria are based on ACMG 2015 guideline.
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Filtered variants of Case V.1.

Gene  Chromosome Position  HGVS Nomenclature Protein Change  Exon/Intron  Zygosity :’;:::‘m mn: ‘(“’;l:‘::'d) Py R R:;';‘;";‘ﬂ':' A
ATP2B2 3 10392245 ENST00000352432.4:¢.2153G>A p.Arg718His Exon 14 HET maternal 0,391 0,545 13928659205 0.001 PYCARD (GeneMANIA) VUS
BIRCZ 11 102239235 f’;‘f;“‘;g"zﬁzem(fm p.Gludd3GlyfsTer7 Exon6 HET de novo NA 0220 NA 00 Z’?fﬂfﬁ;"i"f.ﬁﬁ&'ﬁfiﬁ’
CACNATF X 49082917 ENSTO00000376265.2:c.1450G>A p.Asp484Asn Exon 11 HEMIZYGOUS maternal 0,268 0,748 15782709793 0.001 PYCARD (GeneMANIA) VUs
CACNAIH 16 1258205  ENST00000348261 5:¢.3347G>A pGlyl116Glu Exonl6  HET matemal 0239 1,174 15757299200 0.001 PYCARD (GeneMANIA) vUS
CACNA1l 22 40075377 ENSTO00000336649.4:c.5339G>A p.Argl 780GIn Exon 35 HET maternal 0,242 0,591 15925854645 0.001 PYCARD (GeneMANIA) VUs
CBX4 17 77808287 CEINIS;;iolOIOS(;ZdGSé%?[::ACACCACCCGC p.Pro380_Pro384del Exon 5 HET paternal N/A 0,681 N/A 0.001 YWHAB (GeneMANIA) VvUs
CREBBP 16 3778168 ENST00000262367.5:c.6880C>T pAR294Tp  Exondl  HET maemal 0,533 0,709 15763223282 0.001 IL1B (STRING) vus
DNAJC3 13 96443127  ENST00000602402.1:6.1358A>G pGlus3Gly Exonl2  HET matemal 0,501 0,703 151457856860 0.001 PYCARD (STRING) vus
GOLGA2 9 131019771 ENST00000421699.2:c2671C>T pArg891Trp Exon2s  HET matemal 0,085 0895 5147923606 0.001 PKNI (GeneMANIA) vus
HRNR 1 152187945 ENST00000368801.2:c.6160G>T p.Gly2054Cys Exon3 HET maternal 0,058 2,027 1561814939  0.001 PYCARD (STRING) Vus
KRITI 7 91865798  ENST00000340022.2:c412_413deIAT  pllel38TyrfsTers  Exon7 HET patemal  N/A 0319 NA 0001  NA Lp
LZTR1 22 21346593 ENST00000215739.8:c.1084C>T p.Arg362Ter Exon 10 HET paternal N/A 2,280 15189150283 0.0 N/A LP
MCF2L 13 113736779 ENST00000375604.2:c.2085C>A pHis695GIn Exonl7  HET paternal 0,269 0804 201634776 0.001 ﬁfmﬁ?‘}) RO B O Vs
MEFV 16 3293205 ENST00000219596.1:¢.2282G>A p.Arg761His Exon 10 HET paternal 0,352 1228 15104895097 0.01 N/A LP
MET 7 116371845 ENST00000318493.6:c.1324A>G plledd2Val Exon’ HET matemal 0,159 0,803 15532124885 0.001 ?;gm‘ga) RO vUs
PADL 1 17418911 ENST00000375486.4:¢.647A>G PTy216Cys Exon6 HET patemal 0,142 0932 151161466890 0.001 PYCARD (STRING) vus
RPE6S 1 63897168 ENSTO0000262340.5:c.1228delT pSerd10GIfsTerd0 Exonll  HET poternal  N/A 0,790 N/A 00 NA Lp

HGVS: ‘Human Genome Variation Society’, N/A: ‘not applicable’, HET: Heterozygous, P: Pathogenic, LP: ‘likely” pathogenic, VUS: ‘variant of uncertain significance’, MAF: ‘Minor allele frequency. &

Pathogenicity assessment and criteria are based on ACMG 2015 guideline.

Supplementary Fig. S1. Variant numbers in each of the filtering stage for individual cases.
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deibdup votats del&dup variants +
ClinVar B/LB Excluded
2039 953 o11
2146 990 %49
254 1067 1028
2163 927 895
2117 %47 910
Total Variant Count Atter First Notke Receptor Signalng  Pyrin nflammasome Pathway | . y
Step Filtering De Novo Variants Pathway Related Variants Related Variants (STRING)
(DAVID) (GeneMANIA)
239 0 0 12 s
25 2 1 12 10
277 1 3 2 13
26 1 0 2 14
253 1 1 9 6

MAF<%1 +
Null Variants +

ClinVar B/LB Excluded +
In-house frequency<%1

20 (all heterozygous)

10 (all heterozygous)

23 (all heterozygous)

24 (all heterozygous)

28 (all heterozygous)

MAF<%0.1 +

Total Variant Count After First-Step Filtering
(F column number +J column number)
239 (234 heterozygous and 5 homozygous)
i d

277 (277 heterozygous and 0 homozygous)
246 (245 heterozygous and 1 homozygous)
d 4 hemizygous 1

Missense and inframe del&dup variants +

ClinVar B/LB Excluded +
In-house frequency<%0.1

219 (5 homozygous)

235 (3 hemizygous)

254 (all heterozygous)

222 (1 homozygous)

225 (4 hemizygous and 1 homozygous)

MEFV Variants and Pathogenic / Likely

Pathogenic Variants

Total Variant Count After

Second-Step Filtering
(Variants re-detected with different
algorithms counted as one)
22 (all heterozygous)
23 (all heterozygous)
33 (all heterozygous)
20 (all heterozygous)
17 (1 hemizygous)
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