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Opinion
Reactive oxygen species and inflammation are known to promote 

tumor progression.1 ROS causes genomic instability and necrotic cell 
death2 this in turn, may induce production of pro-inflammatory factors 
resulting into neoplastic progression in case of many cancers.3,4 It has 
been observed that AFB1 also induces necrotic cell deaths in the liver 
to drive hepatocarcinogenesis.4 Thereby, it is hypothesized that AFB1 
induced HCC might involve ROS led, inflammatory cascades during 
hepatocarcinogenesis (Figure).

Figure ROS and inflammation drive progression of AFB1 induced carcinogensis.

Based on the findings during recent past, it is assumed that cancer 
related inflammation (CRI) could be considered as another hallmark 
of cancers5 because this event is found to be shared by almost all types 
of cancers.6 Among inflammatory factors of the CRI; IL-1α, IL-1β 
and TNFα are considered to be of much importance. This is because; 
they implicate NFκB dependent expression of many cell proliferative 
factors.7 IL-1α activates the nearby inflammatory cells and thereby, 
provokes NFκB dependent production of a battery of tumorigenic 
factors.1,7 In addition, TNFα signaling also results into translocation 
of NFκB into the nucleus, which in turn induces expression of certain 
inflammation supportive factors like; Bcl2, COX-2, iNOS and IL-1β, 
which are known to support tumor growth also.7 

TNFα signaling is evident to be critically implicated in tumor 
progression.8 This involves competitive interaction of TRADD vs 

cFLIP with TNF-R cytosolic domain9,10 2010. Several mutations 
in TRADD and cFLIP in breast cancer, cervical cancer and HCC 
cell lines have been reported to enhance the binding of cFLIP to 
DED domain of TNFα-R and thereby promoting cell survival over 
induction of apoptosis in these cells.10 Thus, altered ratio of TRADD 
vs CFLIP is considered to be critical during TNFα signaling induced 
tumorigenic progression. 

In this context, TNFα-activated nuclear NFκB (p65) translocation 
into nucleus and maintenance of Bcl2 constitute a mechanism of 
driving the cells in proliferation pathway.7 In addition, Expression 
of NFκB dependent genes like COX-2 and iNOS are also found to 
be critically involved in inflammation induced tumor development. 
However, whether this mechanism is involved in AFB1 induced HCC 
development remains unexplored.
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