
1 
 

 

Supplemental Figure Legends: 

 

Supplemental Figure 1 – Chemical structures of carfilzomib and obatoclax 

 

Supplementary Figure 2- Co-treatment with carfilzomib and obatoclax synergistically induces 

cell death in SUDHL4 cells.  

Combination Index (C.I.) values were determined using the CalcuSyn software employing fixed 

drug ratios of carfilzomib and obatoclax (1:375) administered for 48 hrs in SUDHL 4 cells. 

 

Supplemental Figure 3 - Combined treatment with carfilzomib and obatoclax fails to induce 

further  NF- �B inactivation compared to single agent treatment in SUDHL4 and OCI-LY10 cells 

 

SUDHL16 and OCI-LY10 cells were treated with carfilzomib (2 or 4 nM respectively) ± 

obatoclax (50-250 nM respectively) for 24 hrs. At the end of drug exposure, cells were harvested 

and nuclear protein was extracted using a Nuclear Extract Kit (Active Motif). Nuclear proteins 

were assayed for NF-�B activity using an enzyme linked immunosorbent assay (ELISA) 

TransAM NF-�B p65 Transcription Factor Assay Kit (Active Motif), as described in 

Supplementary Methods. Values represent the means for triplicate determinations for 2 separate 

experiments.  

 

Supplemental Figure 4- Co-exposure of SUDHL16 cells to carfilzomib and obatoclax diminishes 

the association between Mcl-1 and both Bak and Bim while triggering Bak and Bax activation 

 

SUDHL16 cells were treated with carfilzomib (2.5 nM) ± obatoclax (200 nM) for 24 hrs. 

(A) Cytosolic and mitochondrial cell fractions were prepared as described in Supplemental 

Methods. Expression of the indicated proteins in different fractions was determined by Western 

blotting (B) Conformational change of Bax and Bak was performed by immunoprecipitating 

mitochondrial proteins with specific antibodies (6A7-Bax & 2-14-Bak) directed against 

conformationally-changed Bax and Bak as described in supplementary methods. Protein samples 

were subjected to Western blot analysis using Bax or Bak primary antibodies (C) Mitochondria-
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rich fractions were prepared from SUDHL16 cells treated as (A) and incubated with a DSP cross 

linker to allow oligomerization as described in Supplementary Methods. At the end of the 

reaction period, protein samples were subjected to Western blot analysis using Bax primary 

antibodies (D-E) Associations between various Bcl-2 family proteins (e.g. Mcl-1 with Bak and 

Bim, Bcl-xL with Bak)  were monitored by immunoprecipitation followed by Western blotting 

as described in Methods.  

 

    

Supplemental Figure 5- Effects of combined treatment with carfilzomib and obatoclax on weight 

loss and WBC counts in an  SUDHL4 xenograft model. 

(A) Weights and (B) white blood cell counts for each mouse following various treatment 

regimens were monitored weekly and the mean values for each group were plotted against days 

of treatment for loss of weight and, after 21 days, for white blood cell counts respectively.  

 

Supplemental Figure 6 - A schematic diagram depicting potential mechanisms underlying 

synergistic interaction between carfilzomib and obatoclax in DLBCL cells.  

 
 
 
 
 
 
 
 
 
 


