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Introduction 

Gastric cancer (GC) is one of the most common cancers and a leading 
cause of cancer-related death worldwide. The development of intestinal 
gastric adenocarcinoma occurs through a complex, multi-step process, 
which represents the culmination of an inflammation-metaplasia-dys-
plasia-carcinoma sequence. The sequence, known as the Correa cascade 
of multistep gastric carcinogenesis, involves progression from normal 
mucosa through chronic non-atrophic gastritis, atrophic gastritis (AG) 
and intestinal metaplasia (IM) to dysplasia and carcinoma [1].  

Intestinal metaplasia (IM), the background from which dysplasia 
and, ultimately, carcinoma develop, confers an increased risk of pro-
gression to gastric cancer. IM is quite heterogeneous, with several 
subgroups currently recognized [2,3], including incomplete (Type 
I) and incomplete types (Types II and III), based on morphologi-
cal features as well as mucin content [4].   

The risk of developing gastric IM and cancer is high in those with 
family history of gastric cancer and patients from ethnic back-
grounds in which gastric cancer is prevalent [5]. Risk factors for IM 
include Helicobacter pylori infection (major cause of gastric can-
cer, responsible for approximately 60% of cases), high salt intake, 
smoking, alcohol consumption, and chronic bile reflux.  

If detected early, while tumors are still localized, the 5-year survival 
rate is > 90%. Unfortunately, patients with gastric cancer are typically 
asymptomatic until advanced disease is present, when 5-year surviv-
al drastically reduces to less than 20% [6]. Identification and surveil-
lance of patients with precursor conditions and lesions may lead to 
early diagnosis, and ultimately, reduction of gastric cancer. Improved 
methods of detection, based on new biomarker panels, to detect GC 
at an early stage, when treatment is effective, will improve surviv-
al. However, protein biomarkers capable of predicting which patients 
will progress from IM to gastric cancer are currently lacking. 

In a recent issue of Journal of Gastroenterology, Companioni Nápoles 
et al. [7] observed higher levels of Schlafen 5 (SLFN5) expression in hu-
man immune cells (Jurkat T-lymphoid and HL-60 myeloid cell lines), 
following treatment with interferon-alpha (IFN). They then evalu-
ated SLFN5 expression, by immunohistochemistry, in paraffin-em-
bedded samples from individuals with non-atrophic gastritis, atro-
phic gastritis, complete IM, incomplete IM, and GC, and shown that 
SLFN5 expression was higher in IM samples that progressed to GC 
than in the same lesions that did not progress to GC.  

SLFN5 is a member of the Schlafen family, involved in important func-
tions, such as regulation of cell proliferation and induction of immune 
responses [8, 9]. Members of the SLFN family are highly conserved, inter-

feron  (IFN-)-inducible proteins [10], which when overexpressed, impairs 
T-cell proliferation and activation [8]. However, the precise functions 
and mechanisms of action of SLFN proteins remain to be established. 

Several studies have reported anti-tumor activity of SLFN5 in different 
cancers. In a recent study, Sassano et al.[10] have shown that SLFN5 
regulates motility and invasiveness of renal cell carcinoma (RCC) cells, 
with higher SLFN5 expression correlated with an overall better surviv-
al in RCC patients, implying a tumor suppressor activity for SLFN5, 
through negative regulation of the expression of matrix metalloprotein-
ase (MMP) genes, such as MMP-1 and MMP-13 [10]. Anti-neoplastic 
effect of SLFN5 has also been shown in malignant melanoma, in which 
its induction by IFN- was accompanied by suppression of cell growth 
and invasion [9]. Induction of SLFN5 expression, by IFN- signaling, is 
believed to play a role in maintaining T cells in a non-activated or quies-
cent state, inhibiting their response to environmental cues and creating a 
permissive environment for malignant transformation [11].  

The observed correlation between SLFN5 expressions in gastric IM 
with histological progression to GC is significant and will be of val-
ue for future efforts in discovery and development of specific and 
sensitive markers with utility to identify IM patients with increased 
probability of progression to GC.     
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