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Lung cancer

| LUNG CANCER

PERSPECTIVE
The screening imperative

Lung cancer kills more people than any other malignancy. Let’s not
delay in implementing a screening programme, says John K. Field.

European Union (EU) died of lung cancer. Those 268,000
lung-cancer fatalities represented more than one-fifth of all EU
cancer deaths,

Roughly every two minutes during 2012, someone in the ‘

Field, J.K., Nature, 2014
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Neurotrophins and their
receptors
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Sortilin

Vps10p domain - beta-propeller with 10 blades forming a tunnel.

Extracellular . Vps10p domain I Fibronectin-type Il repeats
I Complement-type repeats
@ B-propeller
m EGF-type repeat
Transmembrane . . .
domain = |eucine-rich domain
Sortilin SorLA SorCSs1 SorCs2 SorCS3
Intracellular

Quistgaard et al., Nat. Struct. Mol. Bio. 2009 Wilson et al., Drug Metabolism, 2014



Cellular trafficking of Sortilin
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Cancer and Neurotrophins

The multifaceted receptor, sortilin (also called neurotensin (NT)
receptor-3) plays a multitude of roles in the cell
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= Sortilin can be found in
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Does sortilin play a key role in
exosome release?
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What happens to the MVBs?
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Exosome transfer
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Does sortilin act alone?

Transfect cells with Sortilin
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What is the consequence of 7E£S
exosomes in HUVEC cells?
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Cell Migration and Angiogenesis

@
<
Il

Bl HUVEC + exo A549 sortilin
HUVEC + exo Sort shRNA

Sh Sortilin #1

M
(5]
c
n e
[ X
100 o 2 604
g :% % > B HUVEC + exo Rab27a shRNA
80 f - =
ll- T B s
5 e0f 7] 28
- - ] %3
S Mk T L ?’{5 ® @ 204
= :% o i ﬁﬁ T®
g B e B 5 o
NN S PSS v
o X
& @pﬁ @\% Aot ‘a‘% &° & ‘Q\e o“b R\ >
¥ o F Qﬁ & & & &R
& & & & Vg;? <& ¢v°
o (“o
& °
<@
&

= A switeh i the angiogenic factors with a significant elevation of serpin
El and downregulation of Endethelin=-1, IL-8, Th-2, VEGF and uPA

Wilson et al., JCS, 2014



Do 7ES exosomes play a role in
angiogenesis?
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TES exosomes play a role in

angiogenesis?
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Sortilin uses a canonical pathway for secretion and is found
in exosomes

Sortilin is a key component for exosome secretion

Exosomes contain the novel sortilin complex TES linked to
two tyrosine kinase receptors, EGFR and TrkB

The TES complex exhibits a control on endothelial cells and
angiogenesis activation through exosome transfer

The TES complex exists in the circulating exosomes from
lung cancer patients
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