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nab-Sirolimus in combination with PI3K pathway inhibitors reduces compensatory
Figure 2. Effect of nab-sirolimus in combination with PI3K inhibitors on cell proliferation and cytotoxicity. (A) Quantification of proliferation of MDA-MB-453 cells with activation of key signaling molecules

nab-sirolimus (20 or 80 nM) in combination with gedatolisib (2.5—20 nM). (B) Quantification of percentage of MDA-MB-453 cell death with nab-sirolimus (20 or 80 nM) in

combination with gedatolisib (2.5—-20 nM). (C) Quantification of proliferation of MDA-MB-453 cells with nab-sirolimus (20 or 80 nM) in combination with alpelisib (1 uM). Western blot analysis was performed on the PI3K-mutated BrCa cell line MDA-MB-453
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To determine if combining (D) Quantification of percentage of MDA-MB-453 cell death with nab-sirolimus (20 or 80 nM) in combination with alpelisib (1 uM). (E) Quantification of proliferation of

nab-sirolimus with other The PI3K-AKT-mTOR pathway is often overactivated in many PI3K-mutated BrCa cell lines (MDA-MD-453, hormone M.DA-MB-3.61.ceIIs with nab-sirolimus (20.or $O nM) in combipgtion with gedatolisib .(2..5—5 nM) or alpelisib (500 nM). (F) Quantification of percentage of MDA-MB-361 cell death Phosphorylation of mTORC1 target S6 kinase and its substrate (S6) was inhibited by the PI3K inhibitors
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Mean and standard error of the mean are shown. DMSO, dimethyl sulfoxide.

and AKT inhibitors were enhanced
by the addition of the novel mTOR
inhibitor nab-sirolimus; the PI3K

+ mTOR inhibitor combination in
particular was synergistic

Figure 4. Western blot analysis demonstrating PI3K-AKT-mTOR pathway crosstalk in

MDA-MB-453 BrCa cells. Western blots showing phospho-P70 S6 kinase (mTORC1 target) and P70
S6 kinase total, phospho-S6 (S6 kinase target) and S6 total, phospho-4EBP1 (mTORC1 target) and 4EBP1

(mTORCY) In PI3K-mutated BrCa cell lines, the addition of nab-sirolimus (20 or 80 nM) to AKT inhibitors resulted in both enhanced antiproliferative effects and increased cell death total, phospho-AKT (activated with mTORC1 inhibition) and total AKT, cPARP (apoptotic marker) and

nab-Sirolimus in combination with AKT pathway inhibitors

MTOR complex 1

GAPDH (control) with nab-sirolimus (20 or 80 nM) in combination with (A) gedatolisib (2.5—20 nM) or

Antiproliferative effects and increased cell death were seen in both MDA-MB-453 (P < 0.01 and P < 0.01, respectively; Figure 3A, B) and MDA-MB-361 (P < 0.05 and P < 0.05, (B) alpelisib (1 uM)

respectively, Figure 3C, D) cells when nab-sirolimus was added to capivasertib (1 or 2 uM)

Frequently mutated in cancer

and/or validated targe nab-Sirolimus in combination with PI3K pathway
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PI3K-mutant breast cancer (BrCa) cells MDA-MB-361 cells (Figure 2E, F)
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