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HEMATOPOIETIC STEM CELL POPULATION IN
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Transcriptomics on MF CD34+CD38- cells
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CD9, CD133 and CD244 expression are increased in MF HSPCs/ HSCs
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Frequency of mutated cells is increased among CD9+ cells

CD9+ WT vs CD9- WT:
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Experimental design- in vitro
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MF CD9+ HSPCs show increased megakaryocytic and myeloid potential in culture
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MF CD9+ HSPCs exhibit higher frequencies of long-term culture-initiating cells

~

%CD34+ cells

.

CD34

10- 0.0093 _ 0.0187
8+ \
6

0.0244
44
24
0 .

HD HD MF MF

CD9+ CD9- CD9+ CD9-

~

HSCs

M2-10B4 and SI/S| feeder layer

Maintain Cultures for = 5 weeks

!

Harvest all cells from eanch well and transfer
into individual methylcellulose cultures

— l ...i: Clonogenic assay

N 4 (14 days)

|

Score dishes and calculate LTC-IC frequency

20

Total Number of Colonies

A B c 0
Sample_ID

-

n. of colonies

-~

600+

400+

200+

LTC-IC

HD
CDo+ CD9-

Y

CD9+ CD9-




X | >< CONGRESSO
NAZIONALE

SIES2026 -

Experimental design- in vivo
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MF CD9+ NSGS mice display superior spleen engraftment and increased spleen index
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MF PDX mice generated from 3 patients Recipient: NSGS
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MF CD9+ NSGS mice display superior BM engraftment and greater differentiation towards
myeloid and MK lineages
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MF CD9+ NBSGW mice display higher BM engraftment and greater differentiation towards
myeloid and MK lineages
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NBSGW transplanted with MF cells retain human CD34+Lin- cells
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Conclusions

*  CD9 marks a highly mutated stem cell subset with increased LTC-IC activity

*  CD9+ HSPCs have high disease-repopulating potential in NSGS mice and self-renew in NBSGW

* CD9+ HSPCs promote splenomegaly in NSGS and bone marrow fibrosis in all tested mouse models
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