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Table S1. Patient characteristics.

Sample ID (YAeifs) Gender  Tumor Sample An;t ;Agrebor RF SS-A SS-B  Cryoglobulinemia, Type
P1 49 Female Fresh-frozen 1 119 >240 2 IgM, type 1,1
P2 40 Female Fresh-frozen 1 52 >240 27 n.a.

P3 74 Female Fresh-frozen 1 263 >240 1 n.a.

P4 63 Female Fresh-frozen 1 48 >240 >320 n.a.

P5 59 Female Fresh-frozen 1 16 77 13 IgG poly, type 3
P6 54 Female Fresh-frozen 1 257 >240 117 IgM, type 2, k
P7 57 Female Fresh-frozen 2 47 167 0 IgM, type 2, k
P8 84 Female Fresh-frozen 2 >200 >240 >320 IgG poly, type 3
P9 69 Male Fresh-frozen 1 30 >240 51 IgG poly, type 3
P10 74 Female Fresh-frozen 4 9 >240 25 IgM, type 2, k +1
P11 60 Female Fresh-frozen 2 114 >240 >320 IgM, type 2, k +1
P12 71 Female Fresh-frozen 1 15 >240 23 IgM, type 1, k
P13 73 Female Fresh-frozen 1 21 >240 41 n.a.

P14 62 Female FFPE 2 26 >240 84 IgM, type 2, k
P15 64 Female FFPE 2 >200 >240 >320 IgM, type 1, k
P16 55 Female Fresh-frozen 1 2 205 0 IgM, type 2,1
P17 62 Female FFPE 2 133 >240 1 IgM, type 2, k

RF indicates rheumatoid factor; SS-A, Sjogren’s syndrome type A antigen and SS-B, Sjogren’s syndrome type B antige.n

Table S2. Quality report of sequencing data generated by whole-exome sequencing for the 17 pa-
tients with primary Sjogren’s syndrome related extranodal marginal zone lymphoma of mucosa-
associated lymphoid tissue.

Sample ID Reads Raw Unique Reads Aligned Mean Target Coverage Fraction Bases 50x
P1T 59072934 53887968 121 97
P1B 60767448 55391891 125 97
P2T 71998200 65794494 140 97
P2B 65756454 59588099 136 95
P3T 63125628 57812755 130 97
P3B 58442296 53462456 121 97
PAT 55481062 47815146 97 95
P4B 58746888 53668388 118 96
P5T 62201224 56711290 128 97
P5B 67329370 61105560 138 97
P6T 64391210 58733639 133 97
P6B 63277434 57666554 130 97
P7T 63630990 58237896 131 97
P7B 62640026 57001533 130 97
P8T 57333826 53306257 119 97
P8B 73024826 66420293 150 97
PIT 59521570 54480511 120 96
P9B 57710138 53225428 118 97
P10T 63231656 57746559 131 97
P10B 65524444 59422786 133 98
P11T 63690470 58477017 128 97
P11B 57982854 53077083 117 96
P12T 43369524 40049442 88 93
P12B 70326286 65171493 144 98
P13T 68897064 63382909 140 97
P14T 39590978 36444558 84 90
P15T 53446102 48876677 108 95
P16T 74128410 68287802 154 98
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Table S3. Somatic variants in the 12 cases with a matched blood sample.

Read Counts in

Read Counts in Tu-

Variant Information WBC mor Variant
- HG19 Posi- Ref, Al- Variant Al- ADD Dept Dept Ma-
Sam- - oone  1G19 Posi- Reference anan Type Effect  A.a. Change dbSNP_ID PP REFALT P°P! vAF REF ALT D' vap M2
ple ID tion lele lele Score h jor/minor
r1 MAI;AD c Chrg:lé‘?m% A C SNV Sphcetgiccep' 330 30 3 33 91 26 6 32 188 major
Pl SLC9BI Chr*fjmf’ A C SNV missense p.Leu294Arg “200:5656 29 9 0 9 00 104 10 114 88 minor
Pl AK2 °hr123i’47883 A G SNV missense  plle223Thr "0 267 98 3 101 31 117 11 128 86 minor
P2 FANCM chr14:74756055 C G SNV missense  p.Leull5Val 234 156 0 156 0.0 121 32 153 20.9 major
P2 FAM24A Chﬂ(i:;:‘lm C T SNV missense  p.ThroMet r5143276495 154 105 0 105 00 94 24 118 203 major
hr5:3615308
2 skp2 °F ., G A SNV missense  p.Gly74Arg 236 178 0 178 00 128 32 160 200 major
hr3:1767442
P2 TBLIXR1 T 256 C T SNV missense p.Gly485Glu 257 64 0 64 00 108 26 134 194 major
P2 CLDN17 Chr21:93515383 G T SNV missense p.Leul81Met 192 144 0 144 00 129 29 158 184 major
hr12:122460 75062921
P2 Bcza 086 A G SNV missense  p.Lys30Arg " 158 8 0 8 00 41 9 50 180 major
P2 DARS Chrzﬁ%%‘l T A SNV Sphcet;i“eP' 340 12 3 15 200 52 10 62 161 major
P2 DNAH5 Chr5:1:84510 T G SNV Sphcet;i“eP' 310 77 2 79 25 44 7 51 137 major
CTCCAG-
chr11:656235 GATG DELE- inframe_dele- p.Asp81_ .
P2 CFLI o ATGMCITCT TION o D ] 200 0 209 00 121 18 139 129 major
TG
P3  KRTI chr12:65330737 T A SNV missense  p.Ser124Cys r5564792697 156 39 3 42 71 30 8 38 211 major
hr1:2358969
P3 Lyst 69 T G SNV missense  p.Lys2879GIn 240 9% 0 9 00 75 17 92 185 major
P3  BODILI Chr4zl§62911 G GCTGGC H;IISCI)EE' frameshift  p.Pro32fs 17 1 18 56 20 4 24 167 minor
P3 MA];AD c Chr9123197486 A C SNV Sphci;icceP' 330 28 2 30 67 29 5 34 147 minor
chr7:1072044 DELE- . 1514305660 )
P3  COG5 o CAG C TION frameshift p-Gly2fs 56 56 2 58 34 40 5 45 11.1 minor
chr13:114566 DELE- inframe_dele- 1s56301237 )
P3  GAS6 od CCAG C TION iy p.Leu23del N 212 23 0 23 00 34 4 38 105 minor
P3  TTC28 Chr22’32690756 G T SNV missense  p.Pro26Thr r5748§’3622 163 36 3 39 77 44 4 48 83 minor
P4 TMEM2 chr9:71130031 T A SNV Sphcet;jccep' 330 1 3 4 750 12 11 23 478 major
P4 TTC28 Chr22;2690756 G T SNV missense  p.Pro26Thr r5748§3622 163 31 2 33 61 19 17 36 472 major
hr3:1938557
P4 HES1 chr3 6933855 C G SNV missense  p.Ala195Gly 226 44 2 46 44 14 7 21 333 major
P4 GAPVDI Chrg:ﬁ)so“z A T SNV Sph“’t;j“ep' “777270356 30 15 1 16 63 15 5 20 250 major
hr6:4325292
p4  TIBKI 9 T G SNV missense  p.Ser1261Thr 227 57 2 59 34 29 6 35 171 minor
P4 DrG1 T coar G DELE- inframe_dele- o) 51ge1 7709665 515 35 0 35 00 2 4 26 154 minor
01 TION tion 5
P5  CPD Chr17:22687066 A T SNV missense  p.Asn210Tyr 262 47 1 48 21 29 8 37 216 major
hr17:287066
P5 cep OV 29 0 A T SNV missense  p.Ser211Cys 251 47 1 48 21 30 8 38 21.1 major
hr8:1456933 77518925
P kiFc2 1 A G SNV startlost  pMetl? 9 164 95 0 95 00 53 9 62 145 major
pe  Dokr IS pgge T DELE- inframe_dele- 1 a1de1 ™57%8%72 178 9 0 9 00 36 4 40 100 major
15 TION tion 8
P7 SRGAPI chr12;6944910 A T SNV Sphcet;j“e‘" 1s79989081 350 23 3 26 115 22 5 27 185 major
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A.a. change indicates amino acid change; ALT, alternate allele; CADD score, Combined Annotation Dependent Depletion
score; dbSNP ID, reference cluster ID; HG19, human genome version 19; MNP, multi-nucleotide polymorphism; REF,
reference allele; SNV, single-nucleotide variant; VAF, variant allele frequency and WBC, white blood cell

Table S4. Somatic variants in the 5 cases without a matched blood sample.

Variant Information Read Count in Tumor Variant
Sample GENE_Sym- 119 position Reference Allele ¥ 2ot Ay pe Effect  aa Change dbSNPID PP REF  ALT Depth VAR MaO7Mi-

1D bol lele score nor
P13 ELL chr19:18557592 G C SNV missense  p.Pro500Ala rs151228060  21.8 91 68 159 42.8  major
P13 TRIM33  chr1:115053650 GC G ?,]IE(I)JE_ frameshift  p.Gly16fs r5124?)42296 17 4 21 19.0 minor
P13 ASPSCR1 chrl17:79954544 T C SNV missense p.Leu252Pro 24.9 40 4 44 9.1  minor
Pl4  RNF213 chrl7:78325483 G SNV Sphcetj“ep' rs114046339 330 16 16 32 500 major
Pl4  SETD2  chr3:47103785 G A SNV missense p‘PmiOMLe rs139016283 233 25 25 50 50.0 major
P14 POLQ  chr3:121209142 A G SNV missense  p.[1e879Thr rs145048812  26.3 40 39 79 494  major
P14 NACA  chrl12:57114061 G C SNV missense  p.Ser418Cys rs150062953  22.4 36 37 73 493  major
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INSER-
P17 COL14A1 chr8:121357708 G GCCTC TION

DELE-
P17 COL14A1 chr8:121357702 TGGGA T TION
P17 RUNX1 chr21:36164605 A G SNV

p-Gly1663fs 104 15 119 12,6  minor
p-Gly1660fs 108 15 123 122 minor
p-Ser397Pro 24.4 59 7 66 10.6  minor

Abbreviations are explained in Supplementary Table S3.

Table S5. Number of somatic variants and number of major variants in and gene ontology of re-
currently mutated (>1 case) genes among 17 cases with primary Sjogren’s syndrome related extran-
odal marginal zone lymphoma of mucosa-associated lymphoid tissue.

Number of Number of
Gene Frequency Variants Major Vari- Gene Ontology
ants
TTC28 4 4 0 May be involved in the condensation of spindle midzone microtubules, leading to the formation of midbody dur-
ing mitosis
HES1 3 3 2 Transcriptional repressor of genes that require a bHLH protein for their transcription.
HS6ST3 3 4 1 Catalyze enzyme of heparan sulfate
MAMDC4# 3 3 1 Probably involved in the sorting and selective transport of receptors and ligands across polarized epithelia
PAX5* 2 2 2 Transcription factor that plays a role in commitment of lymphoid progenitors to the B-lymphocyte lineage
Kinase involved in cytokine production, endocytosis, reorganization of the cytoskeleton, cell migration, cell cycle
MAPKAPK2 2 2 2 . . . .
control, chromatin remodeling, DNA damage response and transcriptional regulation
TBLIXRI* 5 5 5 Involved in the recruitment of the ubiquitin/19S proteasc')me complex to nuclear receptor-regulated transcription
units
ID3* 5 8 5 Transcriptional regulator of basic helix-loop-helix (bHLH) transcription factors: Inhibits binding of E2A-contain-
ing protein complexes to muscle creatine kinase E-box enhancer
COL14A1# 2 3 1 Adhesive role by integrating collagen bundles into the extracellular space
CAMSAP3# 2 2 2 Key microtubule-organizing protein for biogenesis and the maintenance of zonula adherens
Cell surface hyaluronidase that cleaves extracellular high molecular weight hyaluronan into intermediate size
TMEM2# 2 2 2 . S L
fragments before internalization and degradation in the lysosome
IGLL5* 2 4 1 IG lambda like peptide not requiring somatic rearrangement for expression
SLC9B1 2 3 0 Na/H exchanger involved in pH regulation of spermatozoa
AK2 2 2 1 Catalyzes transfer of the terminal phosphate group between ATP and AMP
APC* 2 2 0 Antagonizes the Wnt signaling pathway
MUC4# 2 2 0 Glycolysated protein of mucus covering the epithelial surface

*genes associated with lymphomagenesis, # genes involved in the extracellular surface and/or extracellular matri.x



