Supplemental Information

Figure S1
A

iIMSC signature genes (scRNA-Seq)
|

Up-regulated genes

_ 61 ggxﬁ?rﬂgﬁ;e(is(gtzi)_ ) g NES = 3.572 @ | TNF-a signaling via NF-x8
g 4 b £ 8 FDR g% 0.001 8 Inflammatory response
g 4 1 ‘0:-.; 2 Epithelial mesenchymal transition
o IS (0]
= E o
=) 0 { K-Ras signaling UP
32 ; {1 ] :
T L é
i (G | TGF-B signaling
bress | CxXcLe MM HD T
0 1 ILT1RLT Bulk TRNA Seq UV response DN
T . ! ' r ulk ce - T T T 3
guoe T IL6, CD44, NFAGT2, CXCL3, CXCL8, CXCLS, L. . 3.0
FC(MM/HD; Log,) TNFRSF12A, CXCL2, CCL2, PTGS2 Normalized Enrichment score
Adipogenic signature genes Osteogenic signature genes Chondrogenic signature genes
0.0
o tipel gt || ool _ NES=-1865 , 03 NES = 1.693
é _- FDR q < 0_001/) FDR g < 0.001 J 0.2 FDR q = 0.002
é -0.2 0.1 1
5—0.4 00
= -04 —o1!
S L0 LI
MM HD MM HD MM ' HD

ALPL, COL1A1, COL1A2, COL3A1, HSPG2,
COL14A1, FBN1, PDGFRB, IRP1, BGN

SOX6, SOX9, DKK3, FN1, NRP2, GJA1,
MMP13, EMP1, PRRX1, CRYAB

APOD, ADIPOQ, APOC1, CFD, NMB, GPX3,
LTBP2, FMO2, FNDC1, PLIN1

G H
Inflammatory CAF signature genes Inflammatory CAF signature genes ”_\[’]FCS
(pancreatic cancer) (colorectal cancer) )
o NES =2.373 . NES = 2.854
3 G FDR g < 0.001 06 FDR q < 0.001
£ 0.2J 04
g |
0.2

G 00
= 0.0
S UL R W L

MM HD MM HD

IL6, NR4A1, ADAMTS4, CXCL3, GFPT2,
SEMA4A, CXCL5, ARRDC3, CXCL2, ABCA1

CXCLS8, IL6, CCL3, CXCL3, PRAD,
GFPT2, CXCL5, HMOX1, PLIN2, GOS2



Supplementary Figure S1: Molecular signatures of iMSCs captured by bulk cell RNA-Seq for
MM patients. (A) Volcano-plot displaying fold changes of gene expression and p-values from bulk-
cell RNA-Seq analysis of BM MSCs to differentiate MM patients (MM) from healthy donors (HD).
Red: up-regulated genes in MM. Blue: down-regulated genes. Gray: other expressed genes.
Indicated by orange dots and arrow heads are examples of immune-related genes. (B) GSEA of
expressed genes sorted by expression changes from high (red in the color spectrum) to low (blue)
in BMSCs of MM as relative to HD (calculated from bulk cell RNA-Seq data) against iMSC
signature genes defined for MM patients from scRNA-Seq analysis (vertical bars). Highlighted are
selected leading genes related to inflammatory response. NES: normalized enrichment score. (C)
Top hits of GSEA conducted as in panel B but against MSigDB hallmark gene sets. (D) GSEA
like panel B but against adipogenic signature genes. Highlighted are representative leading genes
enriched in adipocytes. (E) GSEA like panel B but against osteogenic signature genes.
Highlighted are representative leading genes enriched in osteoblasts. (F) GSEA like panel B but
against chondrogenic signature genes. Highlighted are representative leading genes enriched in
chondrocytes. (G) GSEA like panel B but against iCAF signature genes defined for pancreatic
cancer patients (left panel) or colorectal cancer patients (right panel). Highlighted are top ten
leading genes. (H) Venn diagram comparing iMSC signature genes defined for MM patients to
iCAF signature genes defined for pancreatic cancer patients and colorectal cancer patients. In
red are examples of immune-related genes.
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Supplementary Figure S2: Down-regulation of proliferation-related pathways in MM MSCs
expanded in vitro. (A) Expression fold-change of IL6, DKK1, and GDF15 in BM MSCs in vitro
expanded from MM patients (MM) as relative to those expanded from healthy donors (HD).
Accession number for each study indicated on the left. (B) Bubble plot visualization of results from
GSEA of expression changes contrasting MSCs in vitro expanded from MM to HD against
MSigDB hallmark gene sets (rows) across different studies (columns). Color indicates an overall
upregulation (blue) or downregulation (red) at gene set level. Circle size indicates the significance
measured by FDR g-value. In red rectangle are three gene sets linked to cell proliferation. (C)
GSEA of expressed genes sorted by expression changes of in vitro expanded MSCs (MM/HD)
from high (red) to low (blue) against MSigDB hallmark gene set “G2M checkpoint” (vertical bars).
NES: normalized enrichment score. (D) Boxplot visualization of expression fold-change (MM/HD)
for genes from gene set “G2M checkpoint” or house-keeping genes across studies (rows).
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Supplementary Figure S3: Expression activation of TNF-a signaling pathway in MM MSCs by
cytokines. (A) Bubble plot visualization of results from GSEA of expression changes induced by
cytokine stimulations (rows) in BM MSCs against MSigDB hallmark gene sets (columns). Color
indicates upregulation (blue) or downregulation (red) at gene set level. Circle size indicates
significance (FDR g-value). (B) Heat map visualization of expression changes induced by mono-
treatment of cytokines including IFN-y, IL1-B, TNA-a, and TGF-B1 for gene set “TNF-a signaling
through NF-kB”. Top upregulated genes were indicated. (C) Like panel B, but for gene set “IFN-y
response”. (D) Like panel B, but for gene set “inflammatory response”.
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Supplementary Figure S4: Expression activation of iIMSC signature genes by activated T cells.
(A) Metascape enrichment analysis for genes upregulated by activated T cells in BM MSCs
against MSigDB hallmark gene sets. (B) Venn diagram for genes upregulated by activated T cells
and genes annotated in “IFN-y response” and “TNF-a signaling via NF-kB”. (C) GSEA of
expressed genes sorted by expression changes from high (red in the color spectrum) to low (blue)
in BMSCs of MM as relative to HD (calculated from bulk cell RNA-Seq data) against the 649
genes upregulated by activated T cells (vertical bars). NES: normalized enrichment score. (D)
Similar to panel C, but against genes upregulated by activated T cells excluding those from “IFN-
y response” or “TNF-a signaling via NF-kB”. (E) Metascape enrichment analysis for leading genes
defined from panel D against MSigDB hallmark gene sets.
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Supplementary Figure S5: INA-6 failed to active the expression of IMSC signature genes. (A)
GSEA of expressed genes sorted by expression changes induced by INA-6 (as compared to
monoculture; Mono) in BM MSCs from high (left side) to low (right side) against MSigDB hallmark
gene set “TNF-a signaling via NF-kB”. NES: normalized enrichment score. (B) Like panel A, but
against iIMSC signature genes. (C) Dot plots for the expression of immune-related genes in BM
MSCs cocultured with INA-6 or in monoculture.



