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Antibodies
Antibodies used

All raw sequencing data (fastq files of targeted sequencing and RNA-seq) from RRMM patients enrolled in this study have been deposited in the database of
Genotypes and Phenotypes (dbGaP) under accession number phs002498.v1.p1. Raw sequencing data (fastq files of WES and RNA-seq) of the CoMMpass study can
be accessed from dbGaP under accession number phs000748.v7.p4. Per dbGaP policy, these datasets are available under controlled access since they contain de-
identified individual-level genotype and phenotype information. Principal investigators wishing to access these data must submit their dbGaP Access Applications
through the NCBI dbGaP website. Access to these datasets must be renewed annually. Additional information about the application process can be found on dbGaP
website. All structures used in the analysis (7DUO and 4CI2) are available on PDB. The remaining data are available within the Article, Supplementary Information, or
Source Data file.

The sample size is not determined by any statistical tests. Sample size (N=511 patients) was determined according to the availability of the
clinical samples collected by Molecular Profiling study in the Multiple Myeloma Research Foundation.

1) Patients who are incarcerated are not eligible to participate.

2) Women who are pregnant.

3) Patients who have had another malignancy within the last five (5) years (except for basal or squamous cell carcinoma, or in situ cancer of
the cervix) where there is a possibility to contaminate the bone marrow aspirate.

4) Patients that either had allogeneic stem cell transplants (allo-SCT), or had low tumor purity (<20%) following CD138+ selection were
excluded.

As reported in the figure legends, the findings were reliably reproduced.

There is no randomization since this study is not an experimental clinical trial.

There is no blinding since this study is not an experimental clinical trial.

Antibodies and their commercial sources are as follows: anti-IL6ST/gp130 (Abcam, ab283685, 1:1,000 dilution), anti-alpha-tubulin
(Abcam, ab184577, 1:5,000 dilution), anti-phospho-STAT3-Y705 (Cell Signaling, 9131S, 1:2,000 dilution), and anti-STAT3 (Cell




