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Proteomic profiling of gemcitabine-resistant pancreatic cancer cells
unravels microtubule-associated protein 2 overexpression,
that correlated to poorer survival
but also to increased sensitivity to nab-paclitaxel %
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Gemcitabine chemoresistance

Extrinsic factors

Desmoplastic response

Cancer cell
Fibroblast

Partially open blood vessel |

o

4

@ Open blood vessel

; Collapsed vessel

~ Collagen

- Stretched Collagen
Hyaluronan

© Compressed HA

Intrinsic factors

Epithelial-mesenchymal transition

Epithelal phenotype

JUTIN SR NG Juniba

‘ ] ’ ‘
Epthelal )
cmly s ”
¢ PUANY
Infermada‘e phenotypes
a8 oulls transition
L JF L

BOOLY

Progresseww irus of epthul e ma ey
and Qain of MEsenchymal markers

\

Mesenchymal phenctype

<.2..e S

& - B Vaoserchymal
\2’ S ouls

Cancer Stem Cells

Initial Tumor

Current cancer

* - treatments

’
)

Cancer Stem Cells Survive

\

Recurring Tumor



In vitro characterization of gemcitabine-resistant PDAC cells
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In vivo characterization of gemcitabine-resistant PDAC cells
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Up-regulated proteins in gemcitabine—resistant PANC-1 cells versus
sensitive cells

Top 10 upregulated proteins

gene protein name P FC
name value
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Up-regulated proteins in gemcitabine—resistant PANC-1 cells versus
sensitive cells
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Validation of ANKS as prognostic biomarker
In gemcitabine treated patients
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Validation of MAP2 as prognostic biomarker
In gemcitabine treated patients
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Validation of MAP2 as predictive biomarker of gemcitabine sensitivity
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Differential protein expression and pathway analysis
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Exploration of microtubule inhibitors as a therapeutic option
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Conclusions

I T'We unravelled new differentially expressed proteins in a
gemcitabine- resistant model of PDAC, including MAP2.

I IMAP2- positive staining was validated as a prognostic biomarker in two patients
cohorts treated with gemcitabine monotherapy, either in palliative or adiuvant
setting. High expression of MAP2 was correlated with poorer survival.

I TPhosphorilation of MAP2 is an important regulator of its function, thus guiding
microtubule dinamics. Changing microtubules dynamics by higher expression and
phosphorilation of MAP2 might result in changed drug transport.
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MAP2 Microtubule-associated VDHGAEIITQSPGRSSVASPR 0.0054 18.04
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Conclusions

I 1 We obtained preclinical data, in vitro and in vivo, showing that (nab-)/ paclitaxel
was effective against resistant/MAP2- overexpressing cells

I' 1 Our findings support the current therapy with gemcitabine and nab-paclitaxel.
Part of the success of this combination therapy might be due to cytotoxic
effect on resistant cells
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