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Wnt activity affects PI3Ksignal in MDA-MB 231 cells
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Wnt 3A rescues attenuated mTOR signal caused by Wortmannin
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Vehicle Wnt

%53 1.In vitro crosstalk between Wnt and mTOR in MDA-MB 231 cells
by TSC2/GSK3

PI3K/mTOR drugs in breast cancer cells

MDA-MB 231 MCF-7 SK-BR3

=100 |
H §
P \
3 w0
£ |
S .
g 2

01

B MDA-MB 231 MCF-7 SK-BR 3
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MDA-MB-231 cells are resistant to PI3K inhibitors
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C MDA-MB 231 MCF-7 SK-BR3

Cell Survival Rate(%)
Cell survival Rate (%)

| GDC-0941 | BKM120 | XL-147

1C50 of pan-PI3K inhibitors in breast cancer cell lines

GDC-0941 BKM120 XL-147
MDA-MB-231 >1.2uM >1.6uM >6uM
MCF7 0.42uM 1.35uM 4um

SK-BR3 0.35uM 0.28uM 5.5uM

455w 2. MDA-MB 231, triple negative breast cancer cell, is resistant to PI3K



1nhibitors

GDC-0941 induced mTOR signaling alteration in breast cancer cells
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WNT/b-Catenin activity in breast cancer cell lines
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WNT3a partially rescued mTOR activity in GDC-0941-treated MDA-MB-231

cells
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GDC-0941

WNT3a
P-AKT
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B-actin

%53 3.Aberrant Wnt signal induces the resistance of pan-PI3K inhibitors in

MDA-MB 231 cell

Beta-catenin nuclear translocation occurred after GDC-0941 treatment in

MDA-MB-231 cells
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GDC-0941
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MDA-MB231  MCF-7

WNT ligands expression in MDA-MB-231 cell with GDC-0941 treatment

D

WNT28 WNT3 WNT5A WNTS5B WNT6 WNT7A WNT9A WNT10A WNT108

&ham 4.GDC-0941 activates Wat signal in MDA-MB 231 cell



%53 5. GDC-0941 exerts distinct effect in different cell line-derived tumor in

Vivo
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%53 6. WNT inhibitor may enhances inhibition of GDC-0941 in MDA-MB

l— GDC-0941 —1
GFs WNT
¥ '
A PI3K FZD/LRP
Combination index of GDC-0941 and LGK794 FTEN ! ‘
Akt
CellLines ED50 ED7S £D90 1
TSC1/2 / 1
MDA-MB-231  0.854 3115  14.056 N [FGatenin |
MCF7 1.889 2.891 4.535 Rheb n

* WNT target gene
mTOR Expression

PI3K signaling does not activate the Wnt cascade are mentioned in other

studies]. But in our study, we can find when using pan-PI3Ki ,like GDC-0941,

the Wnt signaling enhance ; In animal study the tumors grew up day by day

and the 1t has the tendency that GDC0941-treated tumor grew more quickly

than DMSO-treated tumor.

Watch out the Wnt status in TNBC before treatment. Prevent using

10



GDC-0941 1n high Wnt - expressed breast cancer or consider prescribing
downstream blockade , like everolimusl or BEZ235.

Side effect of drug, maybe the turn point of treatment. TNBC cells that PI3K
inhibition(BKM120) leads to DNA damage, downregulation of BRCA1/2,
gain in poly-ADP-ribosylation, and subsequent sensitization to PARP
inhibition2. So, combination of PI3K inhibitor and Wnt blockade maybe one
of further therapeutic option. But need more clinical trials to support it.
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