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Comments on: Association Study between Coronary Artery 
Disease and rs1333049 and rs10757274 Polymorphisms 

at 9p21 Locus in South-West Iran 
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Foroughmand et al. (1) have recently re-
ported association between coronary artery 
disease (CAD) and two well-known single 
nucleotide polymorphisms (SNPs) on chro-
mosome 9p21.3 in subjects from South-West 
Iran. We doubt the validity of their findings.

Genotyping was done using ARMS-PCR 
for rs1333049 and rs10757274 in their study. 
When we first looked at the genotype frequen-
cies, we observed a substantial excess of het-
erozygote subjects for both SNPs. Specifically, 
the relative excess of heterozygosity (REH) 
(2), a measure for the strength of deviation 
from Hardy-Weinberg equilibrium (HWE), 
was approximately 137% for rs1333049 in 

controls (REH=2.3688, Table 1). In contrast, 
we did not observe any deviation from HWE 
in our own studies (3, 4).

We additionally conducted a short lit-
erature search to identify other studies 
from Asia, which reported genotype fre-
quencies in controls for rs1333049. These 
studies are summarized in table 1. None 
of these studies shows a deviation from 
HWE in their control groups (all P>0.05). 
In summary, only the recent study by For-
oughmand and colleagues (1) shows a 
marked deviation from HWE in controls 
with this deviation observed for both re-
ported SNPs.

Possible reasons for deviations from 
HWE have been summarized, e.g., in Zie-
gler et al. (2). The most likely cause for 
such a strong deviation from HWE is geno-
typing errors, especially because genotyp-
ing by ARMS-PCR plus gel electrophore-
sis is prone to such errors. However, REH 
could also be caused by population specif-
ics, which has been discussed by Namipa-
shaki et al. (5). 

In any case, we (2) and others (5) rec-
ommend the investigation of HWE in 
population-based genetic association stud-
ies to improve quality and reliability of the 
research results.

Table 1: Genotype counts in control subjects together with relative excess of heterozygosity (REH), its confidence interval (95%-CI) and two-sided P values 
for rs1333049 as reported in several studies on Asian populations

P value95%-CIREHGenotype counts in controlsOrigin of population

GGCGCC

0.0003[1.4886; 3.7694]2.368886725South-West Iran (1)

0.9167[0.7587; 1.2817]0.98614011585Turkey (6)

0.6379[0.9061; 1.0623]0.98116361204592Japan I (7)

0.0692[0.9916; 1.2499]1.1133286606259Japan II (8)

0.9591[0.8659; 1.1638]1.0039192353161Korea (8)

0.8646[0.9318; 1.0877]1.00676091290674Pakistan (9)
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