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Background Results (continued)
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» Interaction of PSCs and PC/PanIN cells facilitates
PC progression.
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» Exosomes/small extracellular vesicles (40-160nm) are
gaining attention as important mediators of

intercellular communication in all stages of cancer. () (d)
Upregulated =7 Downregulated = 227

KC-HFrD Model

Legend - Heatmap
Color range

355]
D I I

0 83 137

HYPOthESIS KC-HFrD KC-Ctrl KC-HFrD KC-Ctrl
PSC-cancer cell interactions lead to secretion of .. . .. Tns1

exosomes containing unique RNAs that mediate PCRD. ... .... e

Aim
To identify and characterise the RNA cargo within ... .... Hapia

exosomes derived from i) PSCs and PC cells cultured . . . . Picalm
alone and together and ii) plasma from a mouse model .. . . Actat

of PCRD.
B TEE BN
M eth O dS KC-High Fructose Diet (HFrD) model ot
HFrD or control diet
_ i el _ > fi};ﬁﬁp Of the wupregulated mRNAs,| | Of the downregulated mRNAs,
PICALM is associated with| ]| PRKAG2 is associated with insulin
i e **/ =2 <@ — t@ impaired glucose tolerance. signalling and insulin resistance.
Mouse/Human Mouse/Human mPSC+KPC/
PSCs pancreatic cancer  CALPSC+AsPCI | PICALM (phosphatidylinositol binding clathrin assembly protein) was upregulated in
(mPSC/CAhPSC) cell line (P+K 1:1/C+A 1:1) PSC+KPC and CAhPSC+AsPC1 cocultured exosomes (Fig 2a), and in plasma of glucose
(KPC/AsPC1) intolerant (KC HFrD) mice (Fig 2¢).

PRKAG2 (Protein kinase AMP-activated non-catalytic subunit gamma 2) was
downregulated in PSC+KPC and CAhPSC+AsPC1 cocultured exosomes (Fig 2b), and in
plasma of KC HFrD mice (Fig 2d).
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Results

1) Exosome Characterisation
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f L . High expression of PICALM correlated with poor survival of pancreatic cancer patients.
o O L mise IUNA 3.24% Low expression of PRKAG2 correlated with poor survival of pancreatic cancer patients.
sE G m Protein coding 43.54% TCGA: The Cancer Genome Atlas.
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& Processed transcript 0.84% * Characterise the exosomal RNA cargo of cocultures of PSCs
and cancer cells
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and from glucose intolerant KC mice, are enriched in specific
mRNAs known to modulate pathways that play a role in
diabetes and/or PC.

(a) Representative TEM image of PSC+KPC (P+K) coculture exosomes demonstrating typical cup . . . . .
shaped morphology and size. (b) Exosomes (Ex) were positive for exosome specific markers (ALIX, Functional validation Of PICALM and PRKAG?2 may 1dent1fy

TSG101, HSP70) and negative for the non-exosomal (endoplasmic reticulum) marker, Calnexin which these fa ctors as novel biomarkers and/or thera pe utic ta rg ets fo ”

was present only in cell lysates (CL). (c) P+K exosomes gene type plot showing expression of both

protein coding and non-coding RNAs. pancre atic cancer.
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