
Sir, 

 An article by Gupta and colleagues1 on the role of 
homocysteine and MTHFR C677T gene polymorphism 
as risk factors for coronary artery disease in young 
Indians, published recently provides information about 
the risk factors of coronary artery disease; high levels 
of homocysteine, total cholesterol, LDL cholesterol 
and low levels of HDL cholesterol and smoking as an 
independent predictors in young Indians. There are 
certain issues which need to be clarified:

 First, the blood homocyteine levels were used as 
one of the main parameters measured in the cases and 
controls. As the authors also emphasized, mean blood 
homocysteine levels were found higher than the normal 
range in both cases and controls. They explained 
this state, the possible result of dietary deficiency 
of vitamin B6, B12 and folic acid as seen in Indian 
population2,3. Thus the reason for higher homocysteine 
levels observed in both the groups due to either MTHFR 
mutations or dietary vitamin deficiencies could not be 
assessed clearly. They did not measure blood folate 
and vitamin B12 levels to evaluate these deficiencies. 
The effect of vitamin deficiencies on the results of this 
study might be as a confounding factor. It could be 
suggested that measuring blood levels of vitamin B12 
and folate might lead to a better evaluation of study 
groups according to their deficiency states. Assessment 
of groups separately would enable to interpret the 
effects of vitamin B12 and folic acid administration 
more precisely.

 Second, according to Table III which shows 
the mean levels of cholesterol, LDL-C, HDL-C, 
triglycerides levels, the mean total cholesterol level 
(154 mg/dl) is lower than LDL cholesterol level (157 
mg/dl) in the control group. Since total cholesterol 
level could not be lower than LDL-C concentrations, 
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there appears to be a possible typographic error in the 
value of mean LDL-C levels of controls group.
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Authors’ response

Sir,

 We are extremely grateful for the letter1 to editor 
in response to our article. The authors have raised two 
issues and from the content of their letter, there seems 
to be a requirement for clarifying some aspects of the 
study. 

 Table I in our study2 shows that homocysteine 
(Hcy) in cases was 22.14±10.62 and in controls was 
17.38 ± 8.46 µmol/l and difference was statistically 
significant (P=0.001). The Hcy levels of controls in 
our study were higher than western values and this 
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was attributed to probably folate and vitamin B12 
deficiency. As far as values of folate and B12 are 
concerned, the measurement of these was not a part of 
our study and the last statement of conclusion in the 
abstract mentions this very clearly that further studies 
are required in this direction.

 Confounding role of MTHFR can also be 
understood clearly by referring to Table I. Among cases, 
there was no significant difference in Hcy level when 
wild type MTHFR (CC) of mutation was compared 
with heterozygous cases. Similar finding was seen 
among controls. As far as homozygous mutations were 
concerned, there were only three cases with mutation 
and one control, among them the Hcy values were very 
high, i.e. very few mutant cases. Thus in our study 
we did not find higher Hcy in cases with mutation 
as compared to those without mutation. Significant 
post treatment decrease was found in Hcy by vitamin 
intervention irrespective of their having mutation 
or not. These vitamins are known to help bypass the 
effect of labile methylene tetrahydrofolate reductase 
enzyme which occurs in patients with mutation. Thus, 
irrespective of the cause for increase of Hcy, vitamin 
intervention was helpful in lowering its levels and this 
has been clearly shown in our study. 

 The second point raised regarding values of 
cholestrol and LDL in the controls in Table III is valid 
and is due to typographical error. The correct value of 
LDL amongst controls was 82.0 ± 36.24 mg/dl. The P 
value remains the same.
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