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Figure S1. Chemical structure of the Akt inhibitor GDC-0068. 

 

  



Figure S2. 
 

 
 
Figure S2. Effect of GDC-0068 on cell cycle and apoptotic response on PC-3 and 
MCF7-neo/HER2 cell lines. A, cell cycle analysis of PC-3 cells following incubation 
with GDC-0068. PC-3 cells were incubated for 48 hours with DMSO or GDC-0068 at 1 
µM, 5 µM, or 10 µM and analyzed for cell cycle distribution.  The percentage of cells in 
each phase of the cell cycle (G0/G1, S, G2/M) is shown for each histogram. B, effect of 
GDC-0068 on apoptosis in MCF7-neo/HER2 cells. MCF7-neo/HER2 cells were 
incubated for 72 hours with DMSO or GDC-0068 at 1, 5, or 10 µM and then assayed by 



flow cytometry analysis for levels of annexin V-FITC (AnnV) and propidium iodide (PI) 
fluorescence.  The percentages of cells in each quadrant (counter-clockwise from lower 
left-hand quadrant:  AnnV-PI-, AnnV+PI-, AnnV+PI+, AnnV-PI+) are indicated by the 
values shown.  The AnnV+PI- (lower right-hand) quadrant represents early apoptotic 
cells, and the AnnV+PI+ (upper right-hand) quadrant represents late apoptotic and 
necrotic cells.  Live cells are AnnV-PI- (lower left-hand quadrant). 
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Figure S3. Western blot analysis of indicated proteins in isogenic MCF10A cells with 
and without PTEN knockout in the presence of 20 or 0.2 ng/ml EGF. 
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Figure S4. Representative immunohistochemistry staining images of cleaved caspase-3 
in TOV-21G.x1 tumors treated with vehicle (A), 12.5 (B), 25 (C) or 50 (D) mg/kg of 
GDC-0068 for 3 hours. Scale bars, 20 μm. 
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Figure S5. Combination effects between GDC-0068 and chemotherapeutic agents in 

vitro. A, combination index (CI) between GDC-0068 and the indicated chemotherapeutic 

agents. Each agent was mixed at EC50 ratios and added to cell lines. Cell viability was 



analyzed at 96-hour using the CellTiter-Glo assay. CI values were calculated using the 

CalcuSyn software (Cambridge, UK). CI values at EC50 were used in the plot. Mean CI 

values are indicated by a horizontal bar. B, dose-response curves of docetaxel (DTX) on 

the viability of isogenic MCF10A cells with or without PIK3CA H1047R knockin (KI). 

C, single agent and combination effects of DTX (0.012 μM) and GDC-0068 (1 μM) on 

the viability of isogenic MCF10A cells with or without PIK3CA H1047R KI. MCF10A 

cells were cultured in DMEM-F12 supplemented with 10% FBS, treated with DTX or 

GDC-0068 or both for 96 hours and analyzed for cell viability by CellTiter-Glo. Error 

bars represent SEM (n = 4).  

 
 

  

  


