ID gender age age groups zigosity |MAIN GENETIC FINDINGS interpretation ACMG category zigosity ADDITIONAL NGS findings interpretation ACMG category clinical presentation: 0-no, 1-yes immunological data: normal=0, |, =1, P=2
1-5)=1,
o113
(12-18)=3
1. ID1-3 f 6y2mo 2 het CARD11(NM_032415.7):c.2542C>T, p.Arg848Cys VUS PP5, PM2 het IRAK4(NM_016123.4):c.431G>C, p.Ser144Thr VUS PM2, BP3 food allergy, allergic rhinitis, asthma J, CD3*DR*, |, CD3*CD4*, |, CD45RA*CD62L*, |, CD45RACD62L*, * CD45RA*CD62L", |, CD4/CD8, |, CD19+, 1 CD3°CD16*/CD56*, 1 IgE, | C4
het CFB(NM_001710.6):c.724A>C, p.lle242Leu VUS PM2, PP5
2. ID 2-3 m 3y5mo 1 het TNFRSF1IA(NM_001065.4):c.362G>A, p.Arg121GIn (mat) VUS BS1, BS2, PM1, PM5, PP5 het TYK2(NM_003331.5):c.3310C>G, p.Pro1104Ala VUS PP4 cow’s milk protein allergy, atopic dermatitis J CD3*, { CD45RA*CD62L*, I CD45RACD62L", |, CD3*CD8*, |, CD4/CDS, 1 IgE
het ALOXE3(NM_001165960.1):c.1096C>T, p.Arg366Ter (pat) Path PVS1, PS3, PM2 het RFXAP(NM_000538.4):c.665C>T, p.Ala222Val VUS PM2, BP1
het ALOXE3(NM_001165960.1):c.1642T>C, p.Cys548Arg (mat) Likely Path PM1, PM2, PM3, PP4, PP5 het THBD(NM_000361.3):c.1502C>T, p.Pro501Leu VUS PS3, PM1
het CFB(NM_001710.6):c.476_481del, p.Asp159_Asn160del VUS PM2, PM4
3. ID 3-4 m 5y 1 no Path/Llikely Path/VUS genetic variants detected het DOCK8(NM _203447.4):c.1453T>C, p.Phe485Leu VUS PM?2 recurrent wheezing, chronic spontaneous urticaria J CD3*, { CD3*DR*, * CD25*CD127”low, {, CD3*CD8*, > CD45RACD62L*, |, CD45RA*CD62L", |, CD19*CD27"IgD*, I CD3°CD16*/CD56"
4. ID 4-3 m 6y2mo 2 het MEFV(NM_000243.3):c.2177T>C, p.Val726Ala (pat) Likely Path PP5, PM1 het MBL2(NM_000242.3):c.154C>T, p.Arg52Cys VUS PP5 recurrent respiratory infections with wheezing, tic disorder, EEG abnormalities J CD3*, |, CD3*DR*, | CD3*CD4*, 1 CD45RA"CD62L", I CD45RA*CD62L", P CD25*CD127%low, |, CD3*CD8"*, |, CD4/CDS, {, CD19*, 1> CD3°CD16*/CD56", ™ IgE
het CHRNA2(NM_000742.4): c.217_223dup, p.Arg75LeufsTer28 (mat) Likely Path PM2, PVS1
het ADGRV1(NM_032119.4):c.2960T>C, p.Val987Ala (mat) VUS PM2
5. ID 5-3 m 3y 1 het NOD2(NM_022162.3):¢c.3019dup, p.Leul007ProfsTer2 (pat) Likely Benign BS1, BS2, PP5 het ROBO4(NM_019055.6):c.1702C>T, p.Arg568Ter (pat) VUS PVS1, PP5, BS2 immune thrombocytopenia with leukopenia and neutropenia, allergic rhinitis J CD3* ¢ CD3*CD4*, I CD45RA*CD62L", P CD25*CD127”low, {, CD3*CD8*, * CD4/CDS8, 1 C4
het NLRP12(NM_001277126.2):c.1206C>G, p.Phe402Leu (pat) Benign BA1, BP1, BP6
6. ID 6-3 m 12y 3 het IRF2BP2 (NM_182972.2):c.1021G>A, p.Ala341Thr (mat) VUS PM2, BP1 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 asthma, disruptive behavior pattern with features of ADHD J CD3*, { CD3*DR*, { CD3*CD4*, |, CD3*CD8", \, CD45RA*CD62L", I CD3°CD16*/CD56%, | C4, 1" 1gG4
7 ID 7-3 m 2y 1 no Path/Llikely Path/VUS genetic variants detected no Path/Llikely Path/VUS genetic variants detected recurrent wheezing J CD3*, | CD3*DR*, | CD45RACD62L*, I CD45RACD62L", I CD45RA*CD62L", |, CD25*CD127%low, {, CD3*CD8*, 1> CD4/CDS, |, CD19+, 1 CD3°CD16*/CD56%, {, C4, 1 1gG3, T 1gG4
8. ID 8-3 m 2y het TNFRSF1A(NM_001065.4):c.362G>A, p.Arg121GIn (mat) VUS BS1, BS2, PM1, PM5, PP5 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 recurrent respiratory infections J CD3*, { CD3*DR*, { CD3*CD8*, |, CD45RACD62L", I CD4/CD8, 1 IgE
9. ID 9-3 f 12y no Path/Llikely Path/VUS genetic variants detected homoz MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 immune thrombocytopenia T CD3*CD4*, | CD45RA™CD62L*, | CD3*CD8*, | CD45RA™CD62L*, | CD45RACD62L-, 1 CD3°CD16*/CD56*
10. ID 10-3 m 8y2mo het STAT3(NM_139276.3):c.1365+2T>G (mat) Likely Path PVS1, PM2 het MBL2(NM_000242.3):c.154C>T, p.Arg52Cys VUS PP5 allergic rhinitis, atopic dermatitis, hypopituitarism, recurrent fever and tonsillitis ™ IgA
het NOD2(NM_022162.3):c.922C>T, p.Leu308Phe VUS PP3, PM2 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5
het IL6ST(NM_002184.4):¢c.573T>G, p.Phel91Leu VUS PM2, BP1
11. ID 11-3 m 5y 10 mo 1 no Path/Llikely Path/VUS genetic variants detected no Path/Llikely Path/VUS genetic variants detected congenital megaureter and vesicoureteral reflux, recurrent hordeola, iridocyclitis, and keratitis 1 CD3*DR*, | CD3*CD8*, T CD45RA™CD62L*, | CD45RA*CD62L", T IgE
12 ID 12-3 m 5y6mo 1 het no Path/Llikely Path/VUS genetic variants detected no Path/Llikely Path/VUS genetic variants detected immune thrombocytopenia J CD3*, 1 CD3*DR*, |, CD3*CD4", |, CD45RA*CD62L", |, CD45RA-CD62L", |, CD25*CD127"low, {, CD3*CD8"*, |, CDA5RA-CD62L", I CD4/CDS8, | CD19+, |, CD19*CD27"IgD*, 1 CD19*CD27*IgD*, I CD3°CD16*/CD56*, 1T IgM, |, C4
13 ID 13-3 m 8y2mo 2 het MEFV(NM_000243.3):c.2080A>G, p.Met694Val (mat) Path PP5, PM1, PM2, PM5 het HBB(NM_000518.5):c.118C>T, p.GIn40Ter (mat) Path PVS1, PP5, PM2 ashtma, thalassemia minor J CD3*, {, CD3*DR*, I CD45RACD62L", | CD3*CD8*, * CD45RACD62L", I CD4/CD8, |, CD19+, 1> CD3°CD16*/CD56", 1" 1gG4
het MEFV(NM_000243.3):c.605G>A, p.Arg202GIn (mat) Benign BA1, BP4, BP6, BS3 het HBD(NM _000519.4):c.82G>T, p.Ala28Ser (pat) VUS PP5, BP1
het NLRP12(NM_001277126.2):c.35G>A, p.Arg12His Likely Benign BS2, BP1, BP4
14 ID 14-3 f 4y 1 het RELA(NM_021975.4):c.1168G>A, p.Ala390Thr (pat) VUS PM2, BP1 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 ashtma 1 CD3*DR*, T CD45RACD62L", T CD45RA*CD62L", | CD3*CD8*, | CD19+, 1 CD19*CD27 IgD*, T CD19*CD27*IgD", | CD3°CD16*/CD56%, | C4
15 ID 15-3 m 9y 8 mo 2 het PIK3CD(NM_005026.5):c.62T>C,p.Val21Ala (mat) VUS no Path/Llikely Path/VUS genetic variants detected ashtma, cow’s milk protein allergy, neurodevelopmental delay, ataxic cerebral palsy, expressive speech disorder 1l CD3"DR*, | CD3*CD4", T CD45RA*CD62L", T CD25*CD127"low, T CD45RACD62L*, 1 CD19*, T CD19*CD27 IgD*, | CD19*CD27"IgD", T IgE
het LRBA(NM_006726.4):c.2674G>A,p.Ala892Thr VUS
het TTC7A(NM_020458.4):c.2564C>G,p.Pro855Arg VUS
het ILLORA(NM_001558.4):c.886C>G,p.Leu296Val VUS
16 ID 16-3 f 8y 9 mo 2 het MEFV(NM_000243.3):c.442G>C, p.Glu148GlIn VUS PMS5, PP5 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 asthma, atopic dermatitis, food allergy J CD3*, ¢ CD3*DR* { CD3*CD8*, I CD45RACD62L*, |, CD45RA*CD62L", I CD19*CD27*IgD*, I CD3°CD16*/CD56%, | IgA
het TNFRSF13B(NM_012452.3):¢c.310T>C, p.Cys104Arg (mat) Path PMS5, PS3, PP5
het IFIHI(NM_022168.4:):¢c.2807+1G>A VUS PVS1, BS2
het IFIHL(NM_022168.4:):c.2105C>T, p.Thr702lle Benign PM2, BP6
17 ID17-3 m 2y 10 mo 1 het MEFV(NM_000243.3):c.2084A>G, p.Lys695Arg Path PM1, PM5, PP5 no Path/Llikely Path/VUS genetic variants detected asthma, atopic dermatitis, chronic spontaneous urticaria J CD3*, | CD3*DR*, | CD45RA*CD62L*, | CD45RACD62L*, I CD45RACD62L", I CD45RA*CD62L", I CD25*CD127”low, J, CD3*CD8*, 1 CD4/CDS8, I* CD3°CD16*/CD56*, 1 IgE
het LIG1 (NM_000234.3): ¢.296C>T, p.Pro99Leu
het NCSTN (NM_015331.3):c.996+7G>A
18 ID 18-3 f 6y 2 mo 2 het PSTPIP1(NM _003978.5):c.1150G>A, p.Asp384Asn (mat) Likely Path PP3, PM5, PM2 no Path/Llikely Path/VUS genetic variants detected asthma, craniosynostosis, neurodevelopmental delay, febrile seizure ‘N CD3*, ¢ CD3*CD8*
het NOD2(NM_022162.3):c.3019dup, p.Leul007ProfsTer2 Likely Benign BS1, BS2, PP5
19 ID 20-3 f 8y 4 mo 2 het NOD2(NM_022162.3):c.3019dup, p.Leu1007ProfsTer2 Likely Benign BS1, BS2, PP5 het CNTNAP2(NM_022162.3):c.1062G>T, p.Lys354Asn (de novo) VUS PM2, BP1 developmental delay and behavioral characteristics /stereotypies/ J CD3* J{ CD3*DR* { CD3*CD4*, I CD45RA*CD62L", P CD25*CD127”low, |, CD3*CD8*, 1* CD4/CDS8, |, CD19*CD27*IgD~, I CD3°CD16*/CD56*, 1 IgG, 1 C3
het DPYD(NM_000110.4):c.1905+1G>A VUS PVS1, PP5
20 ID 21-3 m 10y 1 mo 2 het STAT1(NM_007315.4):c.1341C>A, p.Asp447Glu (pat) VUS PM1, PM2 no Path/Llikely Path/VUS genetic variants detected asthma, allergic rhinitis ‘™ CD3*DR*, |, CD3*CD4*, |, CD3*CD8*, I* CD3°CD16*/CD56", 1 IgE
hemi DKC1(NM_001363.5:):¢c.244G>C, p.Glu82GIn (mat) VUS PM1, PM2
21 ID 22-3 m 15y 3 het TINF2(NM_001099274.3):c.424C>G, p.Pro142Ala (mat) VUS PM2 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 anaemia n.a.
het KIF23(NM_138555.4):c.2867+2T>C (mat) Likely Path PVS1, PM2
het THBD(NM_000361.3):c.83G>C, p.Ser28Thr VUS PM2
het NOD2(NM_022162.3):¢c.2722G>C, p.Gly908Arg Benign BS1, BS2, BS3, BP4, PP5
22 ID 23-3 f 3y 1 het FOXN1(NM_003593.2):c.497C>T, p.Alal66Val (mat) VUS PM2 het MBL2(NM_000242.3):c.154C>T, p.Arg52Cys VUS PP5 recurrent wheezing J CD3*DR*, |, CD3*CD4*,{ CD4/CDS8, I CD3°CD16*/CD56*%,
het G6PD(NM_001042351.3):c.1360C>T, p.Arg454Cys Path PP3, PP5, PM1, PM5 het DOCK2(NM_004946.3):c.4886G>A, p.Arg1629Lys VUS PM2, BP1
23 ID 24-3 f 10y 6 mo 2 het NOD2(NM_022162.3):¢c.2104C>T, p.Arg702Trp (pat) Benign BS1, BS2, BS3, BP1, BP4, BP6, het ACAD8(NM_014384.3):c.455T>C, p.Met152Thr Likely Path PS3, PP3, PM2 atopic dermatitis J CD3*, I CD3*DR*, | CD3*CD8"
PP5
het FLG(NM_002016.2):c.7339C>T, p.Arg2447Ter (pat) Path PVS1, PP5, PM2 het TSHR(NM_000369.5):c.484C>G, p.Prol162Ala Path PP5, PS3, PM2, PM5
24 ID 25-3 f 2y 1 het CARD11(NM_032415.7):c.558G>C, p.Glu186Asp (mat) VUS PM2 het RANBP2(NM_006267.5):c.8395A>G, p.lle2799Val VUS PM2, BP1 periodic fevers with aphthous stomatitis, pharyngitis, and adenitis ‘N CD3*DR*, |, CD3*CD8*, I CD45RACD62L*, |, CD19+, I CD3°CD16*/CD56", T C4, 1 1gG4
het DOCK8(NM _203447.4):c.1178G>A, p.Arg393His VUS PM2, BP1
25 ID 26-3 m 3y 1 no Path/Llikely Path/VUS genetic variants detected het HFE(NM_000410.4):c.187C>G, p.His63Asp (pat) Likely Path PS1, PS3, PP5, PM1 atopic dermatitis, food allergy, chronic spontaneous urticaria, febrile seizures J CD3* J{ CD3*CD4"*, |, CD45RA*CD62L", I CD45RA-CD62L", I CD45RA*CD62L", I CD25*CD1277low, 4, CD3*CD8*, 1 CD45RA-CD62L", \, CD4/CDS8, > CD3°CD16*/CD56*, 1 IgM, 1 IgE, T 1gG4
het HFE(NM_000410.4):c.845G>A, p.Cys282Tyr Path PS1, PS3, PP5
26 ID 27-3 f 16y 11 mo 3 het DNMT3B(NM_006892.4:):c.1817T>C, p.Val606Ala Likely Path PM1, PM2, PP3, PP5 no Path/Llikely Path/VUS genetic variants detected 2x pneumococcal meningitis J CD3*, 1 CD3*DR*, |, CD3*CD4", |, CD45RA*CD62L", > CD3*CD8*, { CD4/CD8, 1 CD19*, 1 CD19*CD27 IgD*, I, CD19*CD27*IgDh*, |, CD19*CD27*IgD", {, CD3"CD16*/CD56%, { 1gG, I 1gM, L I1gA, | I1gG1, | 1gG4
het DNMT3B(NM_006892.4:):c.2452G>A, p.Val818Met Likely Path PM1, PM2, PP3, PP5
27 ID 28-3 m 16y 3 het CARD11(NM_032415.7):¢c.3077C>G, p.Ser1026Cys (mat) VUS PM2 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 immune thrombocytopenia J CD3", J, CD3*CD4*, I CD45RACD62L, |, CD25*CD127"low, \, CD3*CD8*, |, CD45RA*CD62L", I* CD19+, | CD19*CD27*IgD~, 1 IgE
het TUBB1(NM_030773.4):c.326G>A, p.Gly109Glu (pat) VUS PP4, PP5
28 ID 29-3 m 2y 6 mo 1 no Path/Llikely Path/VUS genetic variants detected het DOCK8(NM _203447.4):c.2428G>A, p.Ala810Thr (pat) VUS PM2, BP1 recurrent tonsillitis J CD3*, { CD3*DR*, |, CD3*CD4*, I CD45RACD62L", I CD45RA*CD62L", * CD3*CD8*, I CD45RACD62L", |, CD4/CDS8, |* CD19+
het DOCK8(NM_203447.4):c.4087C>T, p.Argl363Trp (pat) VUS PM2, BP1
het MBL2(NM_000242.3):c.154C>T, p.Arg52Cys VUS PP5
29 ID 30-3 f 3y no Path/Llikely Path/VUS genetic variants detected het RANBP2(NM_006267.5):c.7921A>G, p.Thr2641Ala VUS PM2, BP1 immune thrombocytopenia > CD3*, {, CD3*CD4*, INCD45RACD62L", > CD45RA*CD62L", > CD25*CD127”low, I CD3*CD8*, 1> CD45RA-CD62L*, |, CD4/CDS, |, CD19*
30 ID 31-3 m 3y6mo het TLR3(NM_003265.3):¢c.1251T>A, p.Asn417Lys (mat) VUS PM2, BP1 no Path/Llikely Path/VUS genetic variants detected periodic fevers with aphthous stomatitis, pharyngitis, and adenitis 1l CD45RA*CD62L*, T CD45RACD62L-, T CD45RA*CD62L", 1 CD3*CD8*
31 ID 32-3 f 3y9mo het PSTPIP1(NM_003978.5):c.605G>A, p.Arg202GIn VUS no Path/Llikely Path/VUS genetic variants detected neutropenia ‘™ CD3*, 1 CD3*DR*, * CD3*CD4", |, CD3*CD8*, 1> CD45RACD62L*, > CD4/CDS8, |, CD3°CD16*/CD56"
het SAMDOIL(NM_152703.5):c.3678A>C, p.Lys1226Asn VUS
32 ID 33-3 f 9y 2 het MEFV(NM_000243.3):c.442G>C, p.Glu148GlIn VUS PMS5, PP5 no Path/Llikely Path/VUS genetic variants detected immune thrombocytopenia n.a.
het TUBB1(NM_030773.4):c.917G>A, p.Arg306His VUS PM2
33 ID 34-3 m 5y 1 het MEFV(NM_000243.3):c.1690T>G, p.Ser564Ala (mat) VUS PM1, PM2 het HBB(NM_000518.5):¢c.20A>T, p.Glu7Val (pat) Path atopic dermatitis,chronic spontaneous urticaria ‘™ CD3*, I, CD3*DR*, 1 CD3*CD4*, |, CD3*CD8*, * CD45RACD62L*, * CD4/CD8, | CD19*, > CD3°CD16*/CD56%, 1" 1gG1, | 1gG2
het TNFRSF1A(NM_001065.4):c.224C>T, p.Pro75Leu (pat) VUS PM1, BS3
34 ID 35-3 m 9y2mo 2 het SPINK5(NM_001127698.2):¢c.1530C>A, p.Cys510Ter (mat) Path PVS1, PP5, PM2 no Path/Llikely Path/VUS genetic variants detected ichthyosis, recurrent skin infections ‘™ CD3*DR*, |, CD3*CD4"*, 1> CD3*CD8&*,\{ CD4/CD8, T CD19+, 1 IgE
het SPINK5(NM_001127698.2):c.420del, p.Ser141ProfsTer5 Path PVS1, PM2, PM3
35 ID 36-3 m 4y 1 het TNFRSF13B(NM_012452.3):¢c.310T>C, p.Cys104Arg (mat) Path PMS5, PS3, PP5 no Path/Llikely Path/VUS genetic variants detected recurrent wheezing J, CD3*DR*, |, CD45RA*CD62L", I CD45RACD62L-, |, CD3*CD8*, I CD45RACD62L*, | 1gG, 1T IgE, I 1gG1, I 1gG2
36 ID37-3 f 13y 9 mo 3 het CXCR4(NM_003467.3:):c.373C>G, p.Leul25Val (pat) VUS PM2, PP3 het RANBP2(NM_006267.5):c.3456_3458del, p.Lys1152del VUS PM4, PM2 recurrent wheezing, chronic spontaneous urticaria, joint pain J CD3*, { CD3*DR*, {, CD3*CD4"*, |, CD3*CDS8*, 1 IgE
het DOCK8(NM_203447.4):c.4387_4395del, p.Arg1463_Leul465del VUS PM4, PM2
37 ID 38-3 m 14y 11 mo 3 het PRKDC(NM_006904.7):c.11029C>T, p.Pro3677Ser VUS BP1, PM2 no Path/Llikely Path/VUS genetic variants detected asthma, atopic dermatitis, immune thrombocytopenia J CD3*, J, CD3*DR*, |, CD3*CD4*, | CD45RA*CD62L", |, CD3*CD8", J, CD45RA*CD62L", |, CD19*, I CD19*CD27-IgD*, |, CD19*CD27*IgD~, 1 CD3°CD16"*/CD56*
het PRKDC(NM_006904.7):c.8784G>A, p.Lys2928= (mat) VUS PM2
38 ID 39-3 f 15y 3 het NLRP12(NM_144687.4):c.2981T>C, p.Leu994Pro VUS PP3, BP1 no Path/Llikely Path/VUS genetic variants detected asthma J CD3* { CD3*DR*, |, CD3*CD4", |, CD45RA*CD62L", I CD45RACD62L", |, CD3*CD8*, I CD45RACD62L", |, CD45RA*CD62L", | CD19*, |, CD19*CD27 IgD*, { IgG1
39 ID 40-3 f 15y 11 mo 3 het F8(NM_000132.4):c.396A>C, p.Glu132Asp (pat) VUS PM1, PP5 no Path/Llikely Path/VUS genetic variants detected asthma, chronic spontaneous urticaria, immune thrombocytopenia J CD3*DR*, I CD19+, {, CD3°CD16*/CD56%, | IgM, 1 Igk, I C4
het FLG(NM_002016.2):c.5690del, p.His1897ProfsTer198 (mat) Path PVS1, PP5, PM2
40 ID41-3 f 3y8mo 1 no Path/Llikely Path/VUS genetic variants detected het ATP7B(NM_000053.4):c.677G>A, p.Arg226GIn (pat) VUS PM2, PP2 syringomyelia in the thoracic region J CD3* ¢ CD3*DR*, |, CD3*CD4"*, |, CD45RA*CD62L", I CD45RACD62L", |, CD3*CD8*, I CD45RA-CD62L*, |, CD19*, > CD3°CD16*/CD56*
het ATP7B(NM_000053.4):c.3207C>A, p.His1069GIn (mat) Path PM1, PM2, PM5, PP3 un PP5).
het MBL2(NM_000242.3):c.154C>T, p.Arg52Cys VUS PP5
41 D 42-3 f 9y 2 mo 2 het MEFV(NM_000243.3):c.910G>A, p.Gly304Arg (mat) VUS PP3 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 thalassemia minor, periodic fevers with aphthous stomatitis, pharyngitis, and adenitis J CD37, U CD3'DR", 1 CD3°CD4", T CD45RA CD62L°, 4, CD45RA'CD62L, 4, CD4/CDS8, 1~ CD19°CD27°IgD, 1 CD3 CD16°/CD56°, 1~ 1gG, 1 IgA, 7~ 1gG2
het MEFV(NM_000243.3):c.605G>A, p.Arg202GIn (pat) Benign BP6, BS3 het HBB(NM_000518.5):c.-137C>G Likely Path PP5, PM2
42 ID 43-3 m Sy het STING1(TMEM173)(NM_198282.4):c.761C>T, p.Ala254Val (mat) VUS PM2 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 atopic dermatitis, alopecia ‘N CD3*, J, CD3*DR*, I CD3*CD4*, I CDA5RA*CD62L", I CD25*CD127%low, {, CD3*CD8*, I* CDA5RA™CD62L*, |, CDA5RA*CD62L", 1 CD4/CD8, |, CD3°CD16*/CD56*, I IgE
43 ID 44-3 m 5y4 mo het SLC5A2(NM_003041.4):c.885+5G>A (mat) Path PP3, PP5, PM2 het CFTR(NM _000492.4):c.2756A>G, p.Tyr919Cys Path PP3, PP5, PM1 n PM2 splenomegaly, glycosuria, reactive arthritis ‘N CD3*, I CD3*DR*, |, CD3*CD4"*, |, CD45RA*CD62L", I CD45RACD62L", I CD25*CD127”low, I CD3*CD8*, |, CD45RA*CD62L", I CD45RA*CD62L", |, CD4/CDS8, | CD19*, |, CD19*CD27*IgD~, . CD3°CD16*/CD56%, " IgA, I C3, N C4, | 1gG2, TMgG3, I 1gG4
het SLC5A2(NM_003041.4):c.1405G>A, p.Ala469Thr VUS/Likely Path PP2, PP3, PM2, PM3 het COL2A1(NM_001844.5):c.3106C>G, p.Arg1036Gly VUS PM1, PM2, PP3
het MEFV(NM_000243.3):c.442G>C, p.Glu148GIn (mat) VUS PMS5, PP5 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5
het MEFV(NM_000243.3):c.605G>A, p.Arg202GlIn Benign BP6, BS3
44 ID 45-3 m 16y 3 no Path/Llikely Path/VUS genetic variants detected het UNG(NM_080911.3):c.262C>T, p.Arg88Cys (mat) VUS PM2, BP1 recurrent respiratory infections ‘M CD3*DR*, J, CD3*CD4"*, 1 CD45RACD62L", I CD3*CD8&*, |, CD45RACD62L", ™ CD19*CD27"IgD*, {, CD19*CD27*IgD*, { CD19*CD27*IgD~, { IgG, { I1gM, L 1gA, L IgE, I 1gG1, L 1gG2, | 1gG3, | 1gG4
het UNG(NM_080911.3):c.533+6G>A (pat) Likely Benign BS1, BS2
het CFTR(NM_000492.4):c.3983T>C, p.lle1328Thr (mat) VUS PM1, PM2, PP3
45 ID 46-3 f 2y 1 no Path/Llikely Path/VUS genetic variants detected het FCHO1(NM_001161357.2):c.491C>T, p.Alal64Val VUS PM2, BP1 leucopenia, neutropenia J CD3* { CD3*DR*, {, CD3*CD4"*, | CD45RA*CD62L*, I CD45RACD62L", I* CD25*CD1277low, |, CD3*CD8*, I CD45RACD62L*, |, CD19*, |, CD19*CD27 IgD*, > CD19*CD27*Igh~, { CD3"CD16*/CD56*
het ATM(NM_000051.4):c.8207A>G, p.Asn2736Ser VUS PM2, BP1
46 ID 47-3 m 13y 3 het CASP10(NM_032977.4):c.593C>A, p.Thr198Lys (mat) VUS PM2, BP1 no Path/Llikely Path/VUS genetic variants detected immune deficiency J CD3*, { CD3*CD4*, I CD3°CD16*/CD56", | IgA
het TNFRSFIA(NM_001065.4):c.362G>A, p.Arg121GIn (mat/pat) VUS BS1, BS2, PM1, PM5, PP5
het THBD(NM_000361.3):¢c.1502C>T, p.Pro501Leu VUS PS3, PM1
47 D 48-3 i 5y 4mo 1 het MEFV(NM_000243.3):c.2084A>G, p.Lys695Arg (mat) Path PM1, PM5, PP5 het ABCB6(NM_005689.4):c.2168G>A, p.Arg723GIn VUS PS3, PP5, BP1 recurrent wheezing J CD37, U CD3'DR’, 1 CD3°CD4", J CD3'CD8, 1, CD19%, 4 IgM, J IgA, 1 C4
48 ID 49-3 f 9y 8 mo 2 no Path/Llikely Path/VUS genetic variants detected het DOCK8(NM _203447.4):c.6187C>T, p.Arg2063Trp VUS PM?2 asthma, bronchiectasis J CD3*, J{ CD3*DR*, |, CD3*CD4"*, P CD25*CD127"low, {, CD3*CD8", I CD45RA"CD62L", |, CDA5RA*CD62L", |, CD19*CD27 IgD*, I CD3°CD16*/CD56%, 1 IgM
49 ID 51-3 m 4y 1 no Path/Llikely Path/VUS genetic variants detected het SERPINC1(NM_000488.4):c.391C>T, p.Leu131Phe (mat) Path PP5, PM1, PM5, PP3, PM2 osteomyelitis, juvenile arthritis, chronic spontaneous urticaria ‘N CD3*, |, CD3*DR*, TNCD45RACD62L", P CD25*CD127%low, 4, CD3°CD16*/CD56%, 1 IgE
het BRCA1(NM_007300.4):c.181T>G, p.Cys61Gly Path PP5, PS3, PMS5, PP3, PM1, PM2
50 ID 52-3 f 6y3mo 2 het MEFV(NM_000243.3):c.2080A>G, p.Met694Val (mat) Path PP5, PM1, PM2, PM5 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 cow’s milk protein allergy, atopic dermatitis, drug allergy ‘™ CD3*, {, CD3*DR*, 1™ CD3*CD4*, I CD25*CD127%low, |, CD3*CD8*, 1> CD45RA"CD62L*, |, CD45RA*CD62L", > CD4/CDS8, I CD19*CD27*Igh*, { CD3"CD16*/CD56"
het MEFV(NM_000243.3):c.605G>A, p.Arg202GIn (mat) Benign BA1, BP4, BP6, BS3
het TNFRSF13B(NM_012452.3):c.605G>A, p.Arg202His (mat) VUS PM2, PP5
51 ID 53-3 m 14y 1 mo 3 het IKZF1(NM_006060.6):¢c.487C>T, p.His163Tyr Likely Path PM1, PM2, PP3 het MBL2(NM_000242.3):c.154C>T, p.Arg52Cys VUS PP5 nephrotic syndrome, obesity, hearing loss, primary hypertension, chronic rhinosinusitis ‘™ CD3*, 1 CD3*DR*, |, CD3*CD4*, |, CD45RA*CD62L*, I CD4A5RACD62L*, I CD3*CD8*, I CD45RA-CD62L*, |, CD4/CD8, | CD19*, J CD19*CD27*IgD", { IgG, I 1gM, L 1gA, I IgE, | IgG1l, | 1gG2, | IgG4
het GJB3(NM_024009.3):c.373G>A, p.Gly125Arg Likely Path PP3, PM1, PM2
52 ID 54-3 f 17y 3 no Path/Llikely Path/VUS genetic variants detected het ZAP70(NM_001079.4):c.620C>T, p.Thr207Met (mat) VUS PM?2 immune thrombocytopenia ‘N CD3%, |, CD3*CD8*, I CD19+, |, CD3°CD16*/CD56%, T IgA
het ZAP70(NM_001079.4):c.939C>G, p.Ser313Arg (pat) VUS PM2, BP6
het MBL2(NM_000242.3):c.154C>T, p.Arg52Cys VUS PP5
53 ID 55-3 f 9y 2 mo 2 het TNFRSF13B(NM_012452.3):c.260T>A, p.lle87Asn (mat) VUS PS3, PM2, PP3, PP5 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5 immune thrombocytopenia ‘> CD3*, I, CD3*DR*, |, CD3*CD4*, |, CD3*CD8*, I* CD45RACD62L*, |, CD4/CD8, I CD19*CD27*IgD*, |, CD19*CD27*IgD~, {, CD3°CD16*/CD56*
54 ID 56-3 f 2y 1 het FANCI(NM_001113378.2):¢c.3853C>T, p.Arg1285Ter (pat) Path PVS1, PP5, PM2 no Path/Llikely Path/VUS genetic variants detected Agranulocytosis n.a.
het FANCI(NM_001113378.2):¢c.3721G>A, p.Alal1241Thr (mat) VUS PM2, PM3, BP1
55 ID57-3 i 13y 3 het MEFV(NM_000243.3):c.442G>C, p.Glu148GIn (mat) VUS PM5, PP5 het MBL2(NM_000242.3):c.154C>T, p.Arg52Cys VUS PP5 J CD3'DR", 1 CD3°CD4", 1 CD3°CD8", 1 CD4/CD8, J CD19°, 1~ CD3 CD16'/CD56"
het MEFV(NM_000243.3):c.605G>A, p.Arg202GIn (mat/pat) Benign BP6, BS3 het MBL2(NM_000242.3):c.161G>A, p.Gly54Asp VUS BP6, PP5
het COL4A4(NM_000092.5): c.4858G>A, p.Gly1620Ser Likely Path
het CFTR(NM_000492.4): ¢.224G>A, p.Arg75GIn Conflicting
het CFTR(NM_000492.4):c.3205G>A, p.Gly1069Arg Likely Path
56 ID 58-3 f ly 1 no Path/Llikely Path/VUS genetic variants detected no Path/Llikely Path/VUS genetic variants detected immune thrombocytopenia J CD3*, |, CD3*DR*, | CD3*CD4*, J,CD45RA*CD62L*, T CD45RA"CD62L", I CD45RA*CD62L", |, CD3*CD8*, |, CD4/CD8, { CD19*, |, CD19*CD27"IgD*, I CD19*CD27*IgD", * CD3°CD16*/CD56*
57 ID 59-3 m 13y 3 het FLIZ(NM_002017.5):c.230+45G>A VUS PM2 no Path/Llikely Path/VUS genetic variants detected immune thrombocytopenia J, CD3*DR*, |, CD3*CD4*, |, CD3*CDS8*, 1> CD19*, | CD3°CD16*/CD56", { IgG, | IgG1, { 1gG3
58 ID 60-3 m 10y 2 no Path/Llikely Path/VUS genetic variants detected het ENPP1(NM_006208.3):c.91C>T, p.Arg31Trp (mat) VUS PM2, PP2 epilepsy, nephrocalcinosis, hypothyroidism ™ CD3*, 1 CD3*CD4", I, CD4/CDS8, 1 CD19*CD27*IgD*, { 1gG1, 1 1gG2
het DOCKS(NM_203447.4):c.380G>A, p.Arg127His Benign BS2, BS1, BP1
59 D 61-3 T 1y 2 het G6PD(NM_001042351.3):c.567G>C, p.Met189lle VUS PM1, PP5 het MBL2(NM_000242.3):c.154C>T, p.Arg52Cys VUS PP5 food allergy 7~ CD3%, U CD3'DR", 1~ CD3°CD8", { CD19", J CD19°CD27 IgD", T~ CD19°CD27°1gD"
het TRPC6(NM_004621.6):c.1079G>A, p.Arg360His VUS PP3
het TOM1(NM_005488.3):c.482C>T, p.Prol6lLeu VUS PM2
60 ID 62-3 m 1y 1 no Path/Llikely Path/VUS genetic variants detected * no Path/Llikely Path/VUS genetic variants detected Antitrombin deficiency n.a.
f - female
m- male

het - heterozygous
hemi - hemizygous

Pat - Pathogenic
Likely Pat - Likely Pathogenic
VUS - variant of unsertain significance

mat - maternal origin

pat - paternal origin

n.a. - not available

* genes analysed: ADAMTS13, F10, F11, F12, F13A1, F2, F5, F7, F8, F9, FGA, FGB, FGG, GGCX, LMAN1, MPL, PROC, PROS1, SERPINC1, THBD, VKORC1)




1

2

3

i\

5 6 7 8 9 10 11 12 13 14 15 16 17
Chromosome
o 4p14 4p14 4931.3 4935.1 4935.1 9g33.1 1g41 4p14 3p21.2 5q31.1 16p12.1 6p21.33 5q911.2 10q21.1 14q13.2 11q24.2 6p21,1
ocation
Position 38798648 38799710 154626088 187004500 187004074 120475302 223284528 38830350 52258372 132009710 27374400 31540556 56177443 54531235 35871960 126162843 43745095
. ) . . TLR2: TLR3: TLR3: TLR4: TLR5: TLR6: TLR9: c.4-44 . IL4R: . MAP3K1: MBL2: NFKBIA: TIRAP: VEGFA:
genetic variant TLR1: c.1805G>T | TLR1: c.743A>G |\ 50595 | .1660C>T | .1234C>T | c.896A>G ¢.1846T>C €.745T>C A>G IL4:¢-33CT 1 1727856 | TTAYG3TT>C L Ha1665A C.161G>A | c.636+17C>T | ¢.539C>T | c.659-111C>A
(nucleotide change)
amino acid change p.(Ser602lle) p.(Asn248Ser) | p.(Arg677Trp) i p.(Pro554Ser) i p.(Leud12Val) i p.(Asp299Gly) i p.(Phe6l6Leu) i p.(Ser249Pro) p.? p.? p.(GIn576Arg) i p.(Cys13Arg) i p.(Asp806Asn) i p.(Gly54Asp) p.? p.(Ser180Leu) p.?
1602S / S602I N248S R677W P554S D299G F616L S249pP
rs ID# rs5743618 rs4833095 rs121917864 : rs121434431 rs3775291 rs4986790 rs5744174 rs5743810 rs352139 rs2070874 rs1801275 rs2229094 rs702689 rs1800450 rs2233419 rs8177374 rs2146323
DNA strand minus strand minus strand plus strand plus strand plus strand plus strand minus strand i minus strand i minus strand : plus strand plus strand plus strand plus strand minus strand minus strand plus strand plus strand
reference allele=N G A C C C A T T A C A T G G C C C
alternative allele=M T G T T T G C C G T G C A A T T A
total patients: 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59 59
genotype N/N G/G=14 AJ/A =27 C/C=58 C/C=59 C/C=36 A/A =54 T/T=21 T/T=4 A/A=6 C/C=43 A/A =35 T/T=30 G/G=8 G/G =40 C/C=38 C/C=46 C/C=24
genotype N/M G/T=33 A/G=22 C/T=1 C/T=0 C/T=16 A/G=5 T/C=27 T/C=25 A/G =33 C/T=14 A/G =23 T/C=21 G/A =26 G/A=16 C/T=18 C/T=12 C/A =26
T/T=12 G/G=10 T/T=0 T/T=0 T/T=7 G/G=0 Cc/C=11 C/C=30 G/G=20 T/T=2 G/G=1 C/C=8 A/A =25 A/A=3 T/T=3 T/T=1 A/A=9
Our study frequencies: genotype N/N 23,7% 45,8% 98,3% 100,0% 61,0% 91,5% 35,6% 6,8% 10,2% 72,9% 59,3% 50,8% 13,6% 67,8% 64,4% 78,0% 40,7%
genotype N/M 55,9% 37,3% 1,7% 0,0% 27,1% 8,5% 45,8% 42,4% 55,9% 23,7% 39,0% 35,6% 42,4% 27,1% 30,5% 20,3% 44,1%
genotype M/M 20,3% 16,9% 0,0% 0,0% 11,9% 0,0% 18,6% 50,8% 33,9% 3,4% 1,7% 13,6% 44,1% 5,1% 5,1% 1,7% 15,3%
reference allele=N 0.5169 0.6441 0.9915 1.0000 0.7458 0.9576 0.5847 0.2797 0.3814 0.8475 0.7881 0.6864 0.3559 0.8136 0.7966 0.8814 0.6271
:/'Iter"aﬁ"e allele = 0.4831 0.3559 0.0085 0.0000 0.2542 0.0424 0.4153 0.7203 0.6186 0.1525 0.2119 0.3136 0.6441 0.1864 0.2034 0.1186 0.3729
VARSOME frequencies: Bulgarians 0.515 0.437 0.000375 0.00225 0.295 0.048 0.419 0.738 0.551 0.141 0.169 0.268 0.687 0.155 0.175 0.142 n.a.
total # samples 1334 1330 1334 1334 1335 1332 1335 1333 442 1334 1295 993 1332 1335 1335 1326 n.a.
‘F’;t‘:r s exact test p- 0,5113 0,0878 0.0816 n.a. 0.4084 1 1 0.6695 0.1686 0.6864 0.2594 0.2866 0.3619 0.3643 0.4581 0.5884 n.a.
Nort-West EU 0.246 0.217 0.0000711 0.000546 0.298 0.0615 0.434 0.548 0.543 0.13 0.209 0.258 0.723 0.14 0.194 0.158 0.35
South EU 0.499 0.419 0.000435 0.000696 0.284 0.0488 0.391 0.699 0.566 0.113 0.169 0.299 0.707 0.151 0.18 0.165 0.387

n.a. = not available

a low p-value (typically < 0.05) indicates a significant difference, suggesting the population may not be in Hard

y-Weinberg Equilibrium




