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Summary

Introduction - NPC anaxosomescarryinggalectin9
Plasma BART mictBNASn NPC patients

Tumorexosomescontainingthe LMP loncoprotein



- Human malignant epithelial tumor with a
lymphoepithelial pattern

- Major public health problem in a number of emerging
countries

- Multi -factorial disease constantly associated with the
Epstein -Barr virus

d} - Biological heterogeneity

" Age standardized incidence rate (per 100,000)
—<=17 1]1.7-3[ = [3-35] m=]35-10] mm >10



Viral and cellular oncogenesis of NPC
Contribution of EBV

TRTR Ori-p

Expression of EBV -encoded products in NPCs

Electron micrography of an Non-translated RNAs Proteins

Epstein -Barr virus particle / \
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EBEEA IF detection of the EBNA1

. . . protein in NPC cells
Contribution of cellularalterations

- p53rarelymutated

- frequentsilencingof CDKNZ2A (9p2BndRASSHBp21)
- amplification of CCND111g13)

- amplification of theL.To- Rgene(12p13.3)



U patient -derived xenografts (PDX) :

-

A IGR (C15-PDX, C17-PDX et C18-PDX)
A CUHK Hong -Kong (X666, X99186, X1915, X2117)

U NPC cell lines propagated in culture :

-

A C666-1 (Hong-Kong)
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Key points on exosomes and galectin -9

Exosomes (‘DMicroveSicles
100 nm1pm

o 0o
o o° Exosomes 4.00nm
(- -]

- Produced by most cell types including malignant cells
- Can carry nucleic acids
- Can present immunmodulatory ligands on their surface

Galectin-9 :

- protein bindingb-galactosylresidues
- Immunomodulatorywith a predominantimmunosuppressivectivity
- non-classicakecretionwith contribution of exosomes

5 © @ Galactoside binding sites

Galactose

Gall 6 mIBItL NH2 COOH



Pro-inflammatory effects Immunosuppressive effects
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Controversiesabout the gal9 membranereceptors:
- Tim-3 hasother ligands
- Gal9 hasother receptors(PDI,IgE? CD40 ?)



NPC and galectin -9 : background :

Blood diffusion and Thl-suppressive effects of galectin-9—containing exosomes
released by Epstein-Barr virus-infected nasopharyngeal carcinoma cells

Jinéne Kiibi,' Toshiro Niki® Alexander Riedel,® Gatherine Pioche-Durieu,” Sylvie Souguers,* Eric Rubinstein,®
Syivestra Ls Moulac,® Jos| Guigay,” Mitsuomi Hirashima # Fathi Gusmira,? Dinash Adhikary  Jossf Mautner® and

C Detectionof galectin9 at the surface of NP@imor exosomes

Control anti-gal-9 beads

anti-galectin -9

mq,gnetic beads

*

*
NPC tumor
exosomes

C Detectionof tumor exosomegarryinggalectin9 in the plasma of NPC
patients (collaboratiorwith JoélGuigay

- NPC : 16/17 positive for gal9 exosomes

Non NPC NPC plasmas y
— - non-NPC 1/8 positive

- | —Galectin-9

C Immunosuppressiveffectsof tumor exosomesarryinggalectin9
Klibi et al. Blood 2009 N. Delhem and O. Morales (Lille) INCI in revision



Galectin9in NPC :

- extremelyabundantin NPC

(x100)

- secretedin the extracellular mediumat least in partbound to

tumor exosomes

Stainingwith 1G3 Mo Ab

Galectin9 in chronicactive viralhepatitis and hepatocarcinomas

Patient #8 (non
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Galectin -9 in plasma samples of
patients infected by HCV

(Mengshol et al., PlosOne 2010)

Detection of galectin -9 in liver tissue sections

Patient #2 (VHC Patient #5
infection) (VHB infection)
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Barjon et al. Infectious Agents and Cancer 2012, 7:16.
hatp:/ A nfectagentscancer com content7/1 16 BECTIOUS AG

RESEARCH ARTICLE Open Access

A novel monoclonal antibody for detection of
galectin-9 in tissue sections: application to human
tissues infected by oncogenic viruses

Clément Barjon'2, Toshiro Niki?, Benjamin Vérilaud’, Paule Opolon', Pierre Bedossa®, Mitsuomi Hirashima®,
Stéphanie Blanchin®, Michel Wassef’, Hugo R Rosen”, Anne-Sophie Jimenez', Ming Wei? and Pierre Bussan'™



