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Head and Neck Squamous Cell Carcinoma (HNSCC)
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Orthotopic model of human oral SCC using primary samples
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PDTs and established cell lines with varying degrees of metastatic potential
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Dye

Is there cancer stem cell heterogeneity in vivo in human SCC?

Quiescent/Slow-cycling
cell populations in cancer

v Source of tumor-initiating potential
v Sustain tumorigenesis
v Resistant to radio-chemotherapy

undetectable

l

e f
25
1007
2000
. i
80 8
. % 15
EGD-
: :
Ta0q o 1000
a
20 500
LRLILE LLL B B R BB RS UL L N AL 0
100 10l 02 103 10f
DiD flucrescence
GFP+Lin-
brial
l':'*‘ CI:II:Her;'hI !Eh'ﬂllgﬂ-r .I' ght
1EE "
|WH ' i Ce
lnli . -
1ﬁq
=
me
k|
10°
w® w1t et ow'

Cb44

L 'l i
4 8 12 16
number of cell division

BID+ slow cycling

| 10°3

DID- proliferative
active

Lipophilic tracers

Long-chain carbocyanines

@ Proliferative active (5Cs (CD44+Dye-)
@ LR-(5Cs ((D44+Dye+)




Molecular characterization of tumor LRCs and actively
proliferating CD44bndht cells in vivo
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CD44bright Dye+ | R-
CSC signature
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CD36 SCAVENGER RECEPTOR TTRIT TRy (L RC Ty

(FAT/SCARB3/PASIV/GPIV)

LIGANDS:

Predicted structure of CD36 receptor for oxLDL,
oxidized phospholipids, long chain fatty acids, thrombospondin,
and collagen type |



Long-term tumour LRCs correspond to the CD36+/CD44bright population and are enriched in lipid

metabolism
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What happens if we modulate the expression of CD36 In
oral SCC tumors?



Targeting fatty acid receptor CD36 severely affects metastasis initiation and
progression but not primary tumor growth
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Targeting fatty acid receptor CD36 severely affects metastasis initiation and
progression but not primary tumor growth
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Have CD36 positive cells a role in initiating and/or
promoting OSCC metastasis?



CD36 positive cells initiate and promote OSCC metastasis
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CD36 positive cells require fatty acid internalization to promote metastasis




CD36 positive cells require fatty acid internalization to promote metastasis
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High fat diet boosts LN metastasis in a CD36-dependent manner
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Fatty Acid binding site
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Targeting therapy against CD36+ cells
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Is CD36 relevant in other types of tumours?
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