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High levels of circulating tumor cells are associated with
unfavourable disease outcome
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MM patients with high levels of CTCs have a gene signature
comparable to PCL patients

CTC level (%)
BM samples of primary PCL and a subset of 20
NDMM patients cluster based on their 0- 18
transcriptomic profiles. " 34x102
O
= 6.1 x 10+
. ) ] Disease stage
- These patients have relatively high levels of —104 o NDMM
circulating tumor cells (CTCs) A pPCL

- PCL-like Myeloma . . . .
-10 0 10 20
PC1
D. Hofste op Bruinink, IMW abstract OAB 008

Era;_musMC
EE EEEE EE EE FEEEEEEEEEEEEEEEEEEEEEEESEEEENEEEESEEEENEEESESEEEENEEESESEEEEEEEEEEEEEEEEEEETSR —~ 5 .



NDMM patients with a PCL-ike gene signature have a worse OS

Survival probability (%)
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Hypothesis
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Study design: paired samples from BM and PB

1085 NDMM, transplant eligible

—> MM MRD antibody panel (EuroFlow)
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Defining MM cell clusters by single cell sequencing

Compare BM and PB by scRNA-seq

Bone Marrow Peripheral Blood
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scRNAseq reveals distinct subpopulations

45,953 plasma
cells from 5
patients

paired BM and PB
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Plasma cells from BM and PB contain similar clusters
and gene expression
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Peripheral Blood
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Conclusion
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Patients with different levels of CTCs have similar clusters
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Patients with high levels of CTCs upregulate genes related to cell

cycle and proliferation

Upregulated pathways high CTC levels:
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Ki67 and Stathmin 1 are present in all clusters of patients with high
CTC levels
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The number of cycling cells is significantly increased in
patients with a high levels of CTCs
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Conclusions




Acknowledgements

a.c.fokkema@erasmusmc.nl More single cell data from the Cupedo group?
www.myelomarotterdam.nl www.bmbrowser.org

EEEEEEEEENEEEENEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEER Eras sMC
EEEEEEEE EEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEER aﬂp{M


https://eur01.safelinks.protection.outlook.com/?url=http%3A%2F%2Fwww.bmbrowser.org%2F&data=04%7C01%7Ca.c.fokkema%40erasmusmc.nl%7Cdd7d804d92e64e154a3e08d9712cb158%7C526638ba6af34b0fa532a1a511f4ac80%7C0%7C0%7C637665259025327841%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C1000&sdata=Ayvw%2Btu%2BEYdjuqDFTg8fHUncl%2Fb4Yd4Ko5b4Jp9PHWQ%3D&reserved=0

& > ¢ & bmbrowser.org Bone Marrow Browser * R R e

bmbrowser.shinyapps.io

BONE MARROW BROWSER

Bone Marrow Browser

10X Genomics single cell RNA-sequencing datasets of

bone marrow non-hematopoietic cells, immune cells and tumor cells

Isolated from newly-diagnosed multiple myeloma patients and non-cancer control patients

For full description of datasets and methods please see Links page and: De Jong et al., Nat Immunol. 2021 Jun;22(6):769-780
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