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Expanded discussion 

In this material, we discuss the possible role that three proteins might have in conferring 

the apoptotic resistance phenotype to both 4-ABP resistant clones RT5 and RT11 as 

outlined in the main article. 

 

94kDa glucose-regulated protein; GRP94  

GRP94 is an oxidative stress-induced endoplasmic reticulum chaperone with Ca2+ binding 

properties and a component of the unfolded protein response (UPR). It may have an 

antiapoptotic effect and suppress oxidative apoptosis, probably protecting cells against flux 

in Ca2+ homeostasis, which could result in cell death [1]. Thus, the constitutive increase of 

GRP94 at the protein level in our resistant cell populations might contribute to their 

resistance to apoptosis. 

 

Lamin A/C; LMNA 

Lamin A/C is an intermediate filament type-V protein, component of the nuclear lamina, a 

filamentous protein network underlying the inner nuclear membrane. 

Reduction of this protein by proteolytic degradation (caspase-dependent) has been 

recognized as a prelude to nuclear destruction in apoptosis [2]. 

It is possible to hypothesise that LMNA increased expression in RT5 and RT11 versus the 

parental RT112 might be an additional marker of the possibly lower apoptotic potential in 

the resistant clones.  

 

Fatty acid-binding protein, adipocyte; FABP4 

FABP4 is one of the fatty acid-binding proteins and plays a role in intracellular lipid 

transport and metabolism as well as in signal transduction [3]. FABPs proteins are 



probably involved in the fatty acid-mediated apoptotic process via shuttling their ligands 

within cells. It has been recently shown that over-expression of FABP4 causes apoptosis 

in prostate cancer cells, and regulates cell proliferation via enhanced TNFalpha 

expression, suggesting the involvement of FABP4 in the gene expression regulation in the 

apoptotic process. [4]. Moreover apoptosis-linked enhancement of FABP4 has been 

reported in murine lymphocytes in response to dexamethasone treatment [5]. 

Therefore, the lower abundance of FABP4 might render our cells more resistant to 

apoptosis in response to 4-ABP exposure.  
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