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Dear Editor,
In the July issue of “Gene, Cell and Tissue”, R462Q Mu-

tation in Prostate Cancer Specimens 1 investigated the 
effect of Arg462Gln polymorphism in sporadic prostate 
cancer patients among Iranian population. The study 
samples comprised of formalin fixed paraffin embed-
ded specimen obtained from 51 histopathologically 
confirmed specimens from patients with prostate can-
cer and 70 from control individuals with non-cancerous 
prostate (prostatitis, hyperplasia). RNASEL Arg462Gln or 
G1385A polymorphism analysis performed using ARMS 
(Amplification Refractory Mutation System) PCR with al-
lele specific primers were used to detect single-base sub-
stitution. This was followed by the association analysis 
between RNASEL genotype and prostate cancer. The au-
thors could not find any significant association between 
the polymorphism and risk of disease.

Few years back a worldwide epidemiological survey on 
prostate cancer revealed that it is the third leading causes 
of death in developed countries such as United States and 
emphasized that it is becoming a growing health con-
cern in the developing nations as well 2. Like any other 
complex neoplastic disorder both genetic and non genet-
ic factors interact in its development and progression 3. 
Age, ethnic background and family history are the three 
main epidemiological risk factors for this disease out of 
which family history is the strongest contributor. Based 
on family history, prostate cancer can be classified into 
sporadic, familial and hereditary. Hereditary predisposi-
tions are quite rare and contribute to less than 5% of the 
cases while familial cases account for 10-20% of cases. The 
rest are sporadic cases with typically only one person in 
their family who were diagnosed with the disease 4.

Numerous studies have been conducted to identify the 
prostate cancer susceptibility genes using linkage analysis. 
Smith et al. identified the first susceptibility locus, desig-
nated as HPC1, which mapped to the long arm of chromo-

some 1 (1q24-25) (5), few years later, Carpten et al. reported 
RNASEL gene as one of the candidate for HPC1 (6). RNASEL 
is an endonuclease involving in apoptotic and antiviral 
activities of interferons. Along with truncating mutations 
in this gene, several missense variants were reported by 
Rokman et al. by screening the entire coding sequence of 
RNASEL using Single-strand conformation polymorphism 
(SSCP) (7). The Arg462Gln variant has a significant role in 
hereditary prostate cancer as the variant has three times 
less enzymatic activity compared to the wild genotype (8). 
They also reported that heterozygous individuals had dou-
ble the risk of prostate cancer compared to the noncarrier 
cases with hereditary prostate cancer, but at the same time 
various studies did not find any association between spo-
radic prostate cancer and this variation in Caucasian and 
African American population (8, 9).

The statistical analysis has been limited to unadjusted 
risk calculation. The risk calculation after adjustment 
to the age and clinical parameters would be a better 
approach. The control DNA was taken from hyperplas-
tic prostate tissue so this tissue may not represent as a 
proper control sample. It is better to use DNA samples 
obtained from healthy individuals as the healthy control. 
Moreover the sample size is very small for any association 
study thus; a larger sample size is certainly warranted in 
future. Sometimes, ARMS PCR may produce incorrect 
genotypes, especially in homozygotes, so, it is better to 
recheck the genotypes by alternate sequencing methods. 
The authors did not find any association between Arg-
462Gln polymorphism and the risk of sporadic prostate 
cancer. Despite the limitations, this study is important as 
it may be first of its kind among Iranian population.
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