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Canonical Wnt Signaling
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APC MINmMjce model

Coloncell lines
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Comparative expression profile of PKC isoforms in colon
cultured cell lines

Normal Malignant

R R (2
Y S 0 O
- [ Jeisom Josom

[ N EE N
O O N

DOWN-REGULATED UP-REGULATED




GSK-3 PKC- Merge

IP: GSK-3
WB
PKC-(

GSK-3 _ e .

HT-29. RKO. IEC-18.

B-cat PKC-§

Merge

IP: B-catenin

HT-29.

RKO:.

IEC-18.



Merge

IEC-18 (N)

HT-29(C)

IEC-18 (N)

HT-29(C)




GOALS

cWhat is the biological meaning of PKCa/o
Interaction with APC?

¢cWhat is the biological meaning of B-catenin
Interaction with PKC{?

¢, Can PKC modulate canonical Wnt signaling?
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B-catenin-mediated transcriptional activity

PKCC knockdown blocks in a dose-dependent manner the
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Effect of PKCS inhibition on B-catenin-mediated transcriptional activity
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SUMMARY

 PKC isoforms associate in vivo with key Wnt canonical proteins: ,
upregulated in malignant cells, interacts with GSK3p and with B-catenin
mainly in cancerous cells. , downregulated in malignant cells,
interacts with APC in both normal and malignant cells.

Pharmacological inhibition of , Or its decreased expression blocked in
a dose-dependent manner canonical Wnt activation in cancer cell lines,
suggesting that PKCZ modulates in a positive way canonical Wnt activation.

Pharmacological inhibition of or its decreased expression, improved
In a dose-dependent way canonical Wnt activation in RKO cancer cells,
suggesting that PKCS modulates in a negative way canonical Wnt
activation.

Altogether, our results indicate that PKC isoforms
play an essential role in the regulation of canonical
wWnt pathway.







