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To the Editor,

Budd-Chiari syndrome (BCS) is an uncommon condi-
tion induced by thrombotic or non-thrombotic obstruc-
tion of hepatic venous outflow. BCS most often occurs in 
patients with underlying thrombotic diathesis, including 
such myeloproliferative disorders (MPDs) as polycythemia 
vera and paroxysmal nocturnal hemoglobinuria, and preg-
nancy, oral contraceptives, tumors, chronic inflammatory 
diseases, clotting disorders, and infections [1]. 

Tumor necrosis factor-alpha (TNF-α) is a pleiotropic 
cytokine produced primarily by macrophages and T-cells 
that has a range of inflammatory and immunomodulatory 
activity [2]. TNF-α is a pro-inflammatory cytokine with 
-308 promoter region G/A polymorphism. This polymor-
phism has been shown to affect the level of expression of 
the gene in vitro.  Population-based studies on the effect 
of TNF-α -308 G/A on the occurrence of thromboembolic 
disease have reported inconsistent findings [3-5].

Recently, Fleischman et al. reported that Jak-2 V617F 
activity is positively correlated with TNF-α mRNA expres-
sion, suggesting that Jak2 V617F directly up regulates 
TNF-α mRNA in myeloproliferative neoplasm (MPN) pa-
tients [4]. As such,  we aimed to study a polymorphic site 
located in the promotor region of the TNF-α gene (TNF- α 
-308 G/A) in Egyptian BCS patients and compared to an 
Egyptian control group. 

DNA was obtained from peripheral blood samples of 
BCS patients (n = 84) and healthy controls (n = 101). DNA 
was isolated using a MagnaPure LC 2.0 automatic isola-
tion system (Roche Diagnostics, Rotkreuz, Switzerland). 
The TNF-α -308 promoter region was then amplified us-
ing specific primers. A 194-bp product was amplified us-
ing the primers, F: 5’-ATTGGAAATAGGTTTTGAGGGT-
CAT-3’ and R:5’TCTCGGTTTCTTCTCCATCGC-3’ 
(MWG, Germany). These PCR products were digested 
using PagI (Fermantas, Lithuania) restriction enzyme. Re-

Table: Distribution of TNF-α -308 G/A polymorphisms in the BCS patients and controls.

TNF-α -308
G/A

Control
n  = 101 

Patients
n = 84

OR 95% CI P

G/G 93 77
G/A 8 7 1.05 (0.3-3.0) 0.36-3.04 0.86
A/A - - - - -
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stricted fragments were run on 3% agarose gel and viewed 
under UV light [3]. 

Among the 84 BCS patients, TNF-α -308 G/A poly-
morphism was present in 8.3% (n = 7), whereas the fre-
quency of TNF-α -308 G/A polymorphism in the healthy 
Egyptian controls was 7.9%. The distribution of TNF-α 
-308 G/A polymorphisms in the BCS patients and controls 
is shown in the Table. 

Fleischman et al. reported that TNF-α plays a cen-
tral role in promoting clonal dominance of Jak2 V617F-
expressing cells in MPN. They showed that Jak2 V617F 
kinase regulates TNF-α expression in cell lines and pri-
mary MPN cells, and that TNF-α expression is correlated 
with Jak2 V617F allele burden [4]. Ghaffar et al. recently 
reported that factor V Leiden (FVL) was a major etiologi-
cal factor associated with thrombosis in Egyptian BCS pa-
tients, as compared to the frequency of FVL in the general 
Egyptian population, [6,7]. Elevated TNF-α might be as-
sociated with an increase in the risk of thrombotic compli-
cations due to the effect of this cytokine on the endothe-
lium. The frequency of TNF-α -308 G/A polymorphism 
did not differ between Egyptian BCS patients and healthy 
controls in the present study.
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