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Prostate cancer
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@ Men cancer
\
@ Cause of mortality by cancer in men
\
O Diagnosis : 64 years old
;

Early stage cancer: 90% of survival,

C,C curative treatments

Metastatic cancer: 30% of survival,
no effective curative treatments
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Prostate cancer and adipocytes
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Prostate cancer and adipocytes
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Metabolic crosstalk between PCa cells and adipocytes at primary tumor site

[ Localized cancer J
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Metabolic crosstalk between PCa cells and adipocytes at primary tumor site
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Bone: an adipocyte rich organ

2 types of BMAT characterized in rodents: regulatory bone
marrow adipose tissue (rBMAT) in red BM and

with specific properties.

& remat
[] cBMAT .*

* Develop later ¢ Develop first

*  Contain more saturated lipids *  Contain more unsaturated lipids

*  Decreased size of BMAds with acute . No effect of fasting, exercice and cold

fasting, exercice and cold exposure .
& P exposure on BMAd size
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Bone: an adipocyte rich organ

2 types of BMAT characterized in rodents: regulatory bone * RedBM and seems to be present in humans

marrow adipose tissue (rBMAT) in red BM and but no identification of these 2 types of BM-Ads.
with specific properties.

& remat
[] cBMAT .*

Lumbar vertebrae
Iliac crest

Femoral diaphysis

* Develop later *  Develop first Distal tibia

* Contain more saturated lipids .

Contain more unsaturated lipids

*  Decreased size of BMAds with acute . No effect of fasting, exercice and cold

[ Red BM
[] Yellow BM

fasting, exercice and cold exposure .
& P exposure on BMAd size
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Bone: an adipocyte rich organ with specific metabolism
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Bone: an adipocyte rich organ with specific metabolism
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Bone: an adipocyte rich organ with specific metabolism
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* Less cohesive cells

* Surrounded by hematopoietic cells

* Similar morphology of yBM-Ads but smaller
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Bone: an adipocyte rich organ with specific metabolism
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Metabolic crosstalk at metastastic site?

Red BM-Ads M
PCa cells

Bone marrow

* Less cohesive cells

* Surrounded by hematopoietic cells

* Similar morphology of yBM-Ads but smaller
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Development of 3D model to maintain human red BM-Ads over time

Isolation of red BM-Ads Inclusion of red BM-Ads in fibrin gel
suspension
Day O Day 3 Day 5

frequency (%)

size (um)
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Development of 3D model to maintain human red BM-Ads over time

Red BM-Ads gel

PCa cells
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Cocultivated PCa cells accumulate neuiral lipids
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Cocultivated PCa cells accumulate neuiral lipids
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Red BM-Ads are devoid of lipolytic activity, the main function of
adipocytes

Isoproterenol (1SO)
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Red BM-Ads are devoid of lipolytic activity, the main function of
adipocytes
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Red BM-Ads are devoid of lipolytic activity, the main function of
adipocytes
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FFA release is due to lipase activity in red BM-Ads

Paraoxon ethyl or olistat:
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‘Me’rabolic crosstalk occurs between red BM-Ads and PCa cells
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Red BM-Ads increase expression of migration-related genes

PCA: — Analysis in progress
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Red BM-Ads increase expression of migration-related genes

PCA: E m RNAseq Analysis in progress
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Importance of migration
in multiple metastatic sites in PCa

@ First bone metastatic site

= OLIGOMETASTATIC DISEASE
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Legend

Importance of migration
in multiple metastatic sites in PCa

Crosstalk between
rBM-Ads and PCa cell
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Red BM-Ads increase migration of PCa cells
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Red BM-Ads increase migration of PCa cells in FFA dependent manner
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‘Conclusion and perspectives
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Conclusion and perspectives
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Conclusion and perspectives

ipid droplets

INCOMPLETE
LIPOLYSIS

Migration I

FFA dependent manner

" Epigenetic
changes?

Interaction of FFA with
transcription factors?

Red BM-Ads
PCa cells

e UNIVERSITE
INFECTION TOULOUSE Il
INFLAMMATION PAUL SABATIER i



Conclusion and perspectives

Other effects on tumor progression?
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FFA dependent manner
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