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A solution of 14C-MLN9708 in 55-mM citric acid and 1% propylene glycol (pH 5.2) was 

spiked in Sprague-Dawley rat, beagle dog, or human plasma samples at a final 

concentration of approximately 19 µM, and the plasma samples were immediately 

extracted with acetonitrile (ACN). The average recovery of total radioactivity extracted 

into ACN ranged from 90% to 97% across the 3 species. The plasma extract of 14C-

MLN9708 were analyzed by a high-performance liquid chromatography (HPLC) system 

coupled with a β-RAM radioactivity detector and tandem mass spectrometer. 14C-

MLN2238 was found to be the major product in the plasma extracts. 14C-MLN9708 was 

not detected under the HPLC conditions used in this study. The stability and degradation 

product profile of 14C-MLN9708 in plasma extracts was very similar to that of 14C-

MLN2238 in plasma extracts. 

 

Supplementary Figure 1 

Quantitation of colorimetric IHC staining for GADD34 in CWR22 xenograft tumors 

following an IV dose of either vehicle (5% HP-β−CD) or MLN2238 at 14.  All groups 

had 3 tumors except for the vehicle group which had 6 tumors. Error bars represent 

standard deviation of all % positive area measurements for a group, including the 5 fields 

of view per tumor. 

 

Supplementary Figure 2 



Preclinical Assessment of MLN9708 

2 

Quantitation of colorimetric IHC staining for ATF3 in WSU-DLCL2 xenograft tumors 

following a dose of either vehicle (5% HP-β−CD), bortezomib at 0.8 mg/kg or MLN2238 

at 14 mg/kg.  All groups had 3 tumors except for the vehicle group which had 4 tumors. 

Error bars represent standard deviation of all % positive area measurements for a group, 

including the 5 fields of view per tumor. 

 

Supplementary Figure 3 

Quantitation of fluorescent IHC staining for cleaved caspase-3 in WSU-DLCL2 

xenograft tumors following a dose of either vehicle (5% HP-β−CD), bortezomib at 0.8 

mg/kg or MLN2238 at 14 mg/kg. All groups had 3 tumors except for the vehicle group 

which had 4 tumors. Error bars represent standard deviation of all % positive area 

measurements for a group, including the 5 fields of view per tumor. 


