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Table S1.

Pretreatment serum IgM and free light chain concentrations as measured with the IgM Hevylite™ and Freelite™ assays

Pat-ID | HLM kappa HLM lambda HLM ratio HLM-MC | FLC kappa FLC lambda FLCratio FLC elevated FLC-MC
1 19.468 0.051 381.725 1 113.625 2.040 55.699 1 1
2 0.886 0.117 7.573 1 13.867 11.633 1.192 0 0
3 4.113 0.652 6.308 1 12.194 6.668 1.829 0 1
4 0.897 0.193 4.648 1 20.537 13.467 1.525 1 0
5 1.010 0.259 3.900 1 11.783 8.978 1.312 0 0
6 0.445 0.132 3.371 1 26.934 14.716 1.830 1 1
7 0.210 0.065 3.231 1 16.718 12.231 1.367 0 0
8 0.314 0.102 3.078 1 18.347 12.153 1.510 0 0
9 0.318 0.106 3.000 1 22.021 13.816 1.594 1 0
10 2.062 0.704 2.929 1 20.190 13.353 1.512 1 0
11 0.291 0.100 2.910 1 44,299 7.424 5.967 1 1
12 0.574 0.488 1.176 1 16.619 13.880 1.197 0 0
13 0.160 0.140 1.143 1 21.881 18.303 1.195 1 0
14 0.141 0.132 1.068 1 22.375 15.843 1.412 1 0
15 0.910 0.982 0.927 1 10.183 8.016 1.270 0 0
16 0.609 0.721 0.845 1 15.230 10.592 1.438 0 0
17 0.281 0.407 0.690 1 54.980 35.686 1.541 1 0
18 1.194 1.921 0.622 1 53.351 38.139 1.399 1 0
19 0.375 1.837 0.204 1 15.327 22.921 0.669 0 0
20 0.559 0.213 2.624 0 16.657 9.225 1.806 0 1
21 0.665 0.255 2.608 0 36.010 21.021 1.713 1 1
22 2.678 1.051 2.548 0 16.403 9.594 1.710 0 1
23 0.289 0.114 2.535 0 25.388 28.011 0.906 1 0
24 0.530 0.221 2.398 0 10.641 8.649 1.230 0 0
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Pat-ID, patient identifier; HLM kappa, IgM with kappa light chain (g/L); HLM lambda, IgM with lambda light chain (g/L); HLM ratio, ratio of IgM with
kappa versus lambda light chain; HLM-MC, IgM monoclonal gammopathy (ratio outside the reference range [1.18-2.74]), 1 = yes, 0 = no; FLC kappa,
free light chain kappa (mg/L); FLC lambda, free light chain lambda (mg/L); FLC ratio, ratio of free light chain kappa versus lambda; FLC elevated,
free light chain concentration above reference range (kappa, 3.3-19.4 mg/L; lambda, 5.7-26.3 mg/L); FLC-MC, free light chain monoclonal

gammopathy (ratio outside the reference range [0.26-1.65], 1 = yes, 0 = no.



Table S2.

Gene mutation rates in diffuse large B-cell ymphoma with or without IgM gammopathy

Gene mutation rate Fisher's
Absolute Relative Exact test

Gene IgM No IgM Ratio IgM Ratio No IgM p

TNFRSF14 0/15 10/46 0 0.22 0.055
FOXC1 2/15 1/46 0.13 0.02 0.149
KLF2 2/15 1/46 0.13 0.02 0.149
MYC 2/15 1/46 0.13 0.02 0.149
EBF1 0/15 7146 0 0.15 0.178
SGK1 0/15 7146 0 0.15 0.178
CD58 0/15 8/46 0 0.17 0.182
PAX5 4/15 6/46 0.27 0.13 0.243
ARID2 1/15 0/46 0.07 0 0.246
ARID5B 1/15 0/46 0.07 0 0.246
BCL10 1/15 0/46 0.07 0 0.246
HVCN1 1/15 0/46 0.07 0 0.246
MTOR 1/15 0/46 0.07 0 0.246
NUP214 1/15 0/46 0.07 0 0.246
TRAF3 1/15 0/46 0.07 0 0.246
XPO1 1/15 0/46 0.07 0 0.246
ZC3H12A 1/15 0/46 0.07 0 0.246
CDKN2A 2/15 2146 0.13 0.04 0.251
HIST1H2AM 2/15 2/46 0.13 0.04 0.251
PRDM1 2/15 2/46 0.13 0.04 0.251
NFKBIE 0/15 5/46 0 0.11 0.321
STAT6 0/15 6/46 0 0.13 0.321
CIITA 3/15 4/46 0.2 0.09 0.348
TMSB4X 3/15 4/46 0.2 0.09 0.348
IGLL5 8/15 18/46 0.53 0.39 0.379
ATM 1/15 1/46 0.07 0.02 0.434
FBXO11 1/15 1/46 0.07 0.02 0.434
HIST1H2AC 1/15 1/46 0.07 0.02 0.434
MAP2K1 1/15 1/46 0.07 0.02 0.434
TNFAIP3 1/15 1/46 0.07 0.02 0.434
BCL2 2/15 11/46 0.13 0.24 0.489
EGR2 0/15 4/46 0 0.09 0.564
STAT3 0/15 4/46 0 0.09 0.564
ACTB 0/15 3/46 0 0.07 0.569
DDX3X 0/15 3/46 0 0.07 0.569
EP300 0/15 3/46 0 0.07 0.569
MCL1 0/15 3/46 0 0.07 0.569
MEF2B 0/15 3/46 0 0.07 0.569
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SETD1B 1/15 3/46 0.07 0.07 1
TBL1XR1 1/15 3/46 0.07 0.07 1
VMP1 1/15 3/46 0.07 0.07 1
CD36 0/15 1/46 0 0.02 1
FBXW7 0/15 1/46 0 0.02 1
GNAI2 0/15 1/46 0 0.02 1
IGHG1 0/15 1/46 0 0.02 1
PCBP1 0/15 1/46 0 0.02 1
PLCG2 0/15 1/46 0 0.02 1
PTPN1 0/15 1/46 0 0.02 1
REL 0/15 1/46 0 0.02 1
SF3B1 0/15 1/46 0 0.02 1
SIN3A 0/15 1/46 0 0.02 1
TRAF2 0/15 1/46 0 0.02 1
WHSC1 0/15 1/46 0 0.02 1
CD83 0/15 2/46 0 0.04 1
DNMT3A 0/15 2/46 0 0.04 1
IKZF3 0/15 2/46 0 0.04 1
IRF2BP2 0/15 2/46 0 0.04 1
MS4A1 0/15 2/46 0 0.04 1
PDCD1LG2 0/15 2/46 0 0.04 1
PTPNG6 0/15 2/46 0 0.04 1
TCF3 0/15 2/46 0 0.04 1
UBR5 0/15 2/46 0 0.04 1
ZEB2 0/15 2/46 0 0.04 1
EZH2 1/15 4/46 0.07 0.09 1
HIST1H1D 1/15 4/46 0.07 0.09 1
NOTCH2 1/15 4/46 0.07 0.09 1
UBE2A 1/15 5/46 0.07 0.11 1
BTG1 2/15 7146 0.13 0.15 1
BCL6 2/15 8/46 0.13 0.17 1

No mutations were found in BCL11A, BCL2L1, BIRC3, BRAF, BTK, CCND1, CD19, CD274,
CD79A, CDKN2B, CHD2, CSF2RB, CTNNA2, CXCR4, EGR1, HIST1H2BC, HIST1H2BK,
HIST1H3B, ID3, IGHGS, IKBKB, ITGB2, KRAS, LTB, PDCD1, PIK3CA, POT1, PTEN, RHOA,
RIPK1, RPS15, SAMHD1, SMARCA4, TFAP4, and U2AF1.



Table S3.

Multivariable Cox regression analysis of the impact of risk factors on time to progression and overall survival (all 108 patients)

Hazard ratio? 95% confidence interval p

Time to progression (23 events)

IgM monoclonal gammopathy 6.469 2.478 - 16.886 <0.001
Interim PET positive 10.114 3.516 — 29.088 <0.001
IPI high-intermediate or high risk® 0.714 0.277 —-1.843 0.487
Overall survival (15 events)

IgM monoclonal gammopathy 11.860 3.545 - 39.677 <0.001
Interim PET positive 12.963 3.265-51.474 <0.001
IPI high-intermediate or high risk® 0.559 0.173-1.813 0.333

IPI, International Prognostic Index; PET, positron emission tomography

a Adjusted for the other two covariates
b Reference, IPI low or low-intermediate risk
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Table S4.

Multivariable Cox regression analysis of the impact of risk factors on time to progression and overall survival (allL08 patients)

Hazard ratio? 95% confidence interval p

Time to progression (23 events)

IgM monoclonal gammopathy 5.847 2.336 — 14.632 <0.001
Interim PET positive 9.133 3.326 — 25.081 <0.001
IPI high riskP 0.853 0.290 — 2.509 0.772
Overall survival (15 events)

IgM monoclonal gammopathy 8.202 2.599 — 25.885 <0.001
Interim PET positive 8.989 2.512 — 32.169 <0.001
IPI high riskP 1.479 0.453 - 4.821 0.517

IPI, International Prognostic Index; PET, positron emission tomography
a Adjusted for the other two covariates
b Reference, IPI low, low-intermediate, or high-intermediate risk
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