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Neutrophils in Cancer Pre-metastatic lung

* Increased in many cancers
* Both pro and anti-tumour functions described

* Are involved in metastasis to the lung O 1 \J

Neutrophil interactions /n SItu

A Primary tumor site B Premetastatic niche C Both locations
Protumor neutrophil Antitumor neutrophil Tur cell adhesion, extravasation, metastasis Tumor cell
Yuwﬁ:{iﬁ(lns mvrliiipns kl[“_ﬂ(}
'/\:) Ttégh NFPIate[ ets @
“ TGF-f !I'LN1F[:; @ Q S100A8/9 ( B - <
* + { 7\ 4, —&}83 H
MMPS  MMP9 MET \/ eeeeeeee Inte t with n l ;I hils or NETs ROS OW
S1g(\)/A8/9GNE . HGF pe blty Jt o tumor cell arrest —= Ag& Where
8 rowt ] 8 2
fact ‘(o PGE2 I Direct interaction?
i l @l U Lung capillaries? L
U @l | Perivascular? Checkpoint inhibition?
lls Lipid supply NET Cytotoxic ) ROS/RNS?
hielding | rp_{«; yt
A | ““.‘,
Tumor cell killing ""0:' ,
) — @
IFN-p ’.‘."
o Pl & CcDe- T cell
Tun':lor\g/—\ = ) NK cell
cel ) (g %”}
Yo, ’ Wh
H,0 capacity o
*arr\wltli_zvtn&xit‘?i\l’y N t h 9 | h t ?
eutropni eno er
McFarlane, Fercoq, Coffelt, Carlin JCI 2021 P P . yp
Populations?

Activation?

Neutrophils in Health SCOG
* Not homogenous
* Versatile : acquire functional properties in tissues

Need to take local microenvironment into account

3D multiplex imaging
* Live multiplex imaging
*  Flow Cytometry
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Many studies

Lung is a complex organ composed of
specialized microanatomy

* sampling of bronchoalveolar lavage (cells, cytokines...)
* dissociation of lung tissue (flow cytometry, transcripts...)
* more or less refined histological analysis.
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Spatiotemporal lung immunology
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KPC Pancreatic Cancer GEMMs

Poorly metastatic KPfIC: Pdx1-Cre, Kras®!2P/+ p53fi/+
* Primary tumour 12-24 weeks

Highly metastatic KPC: Pdx1-Cre, Kras®12b/+ p53R172H/+
* Primary tumour 12-24 weeks
* Metastasis to liver / lung

Small palpable tumour
PRE-OVERT METASTASIS

Control KC: Pdx1-Cre, Kras®120/+ Control WT: Pdx1-Cre

* No Primary tumour
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Pulmonary neutrophils are increased in mutant p53 tumour bearing mice
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Neutrophils are similarly distributed regardless of metastatic potential
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CD31 Ly6G
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Increased number of slow moving / stationary neutrophils in KPC lungs
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Vascularisation pattern may influence the immune microenviroment when metastases are established
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