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Sir,

 I read with great interest the article entitled 
“Vitamin D levels in Indian children with intrathoracic 
tuberculosis” published recently1. The authors deserve 
credit for their effort. However, while going through 
the article, it was difficult to arrive at any conclusions 
regarding the aim/objective being fulfilled by this 
study. This may be because the methods described by 
the authors seem inadequate in handling the described 
design of the study. Further, the methods have not 
been completely outlined by the authors. A few of 
my concerns are highlighted here. The authors stated 
that the study was conducted in 266 children enrolled 
in a placebo controlled randomized controlled trial 
on micronutrient supplementation in children with 
intrathoracic tuberculosis. The authors further stated 
that all consecutive children of either sex, between 
6 months to 15 yr of age, suffering from probable 
pulmonary and/or pleural tuberculosis were recruited 
in 2009-2011 from the Paediatric TB Clinic of two 
tertiary care centres of New Delhi. 

 The authors have not mentioned as to how the 
groups were created after random allocation and which 
group received the placebo. At times it appeared as 
if the study was part of an ongoing study and not an 
independent study itself. In both cases it would have 
benefitted the reader, if the detail of case selection and 

randomization was provided in the study. Placebo-
controlled study is a way of testing a medical therapy 
in which, in addition to a group of subjects that receives 
the treatment to be evaluated, a separate group receives 
a sham placebo treatment which is specifically designed 
to have no real effect. Placebos are most commonly 
used in blinded trials, where subjects do not know 
whether they are receiving real or placebo treatment. 
Often, there is also a further “natural history” group 
that does not receive any treatment at all.

 In most cases, the stated purpose of the placebo 
group is to account for the placebo effect that is, effects 
from treatment that do not depend on the treatment 
itself. As the authors have not deliberated on placebo 
use in the study, the placebo effect has not been 
demonstrated. 
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Association between vitamin D deficiency & paediatric tuberculosis

Sir,

 I read with great interest the article by Khandelwal 
et al1. They undertook a study to determine the baseline 
25-hydroxy vitamin D levels in children suffering 
from intrathoracic tuberculosis and its association 
with type and outcome of tuberculosis. Majority of 
Indian children with newly diagnosed intrathoracic 

tuberculosis were found to be deficient in vitamin 
D and children who did not demonstrate sputum 
conversion after intensive phase of antituberculosis 
therapy had lower baseline 25-hydroxy vitamin D 
levels as compared to those who did1. The article has 
important messages. But there are some issues which 
need to be clarified.
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 First issue is the absence of a control group. We 
think that a control group is a “sine quanone” for that 
kind of a study and all the subjects in the control group 
should have tuberculin skin test and chest radiography 
to screen for latent tuberculosis.

 Another issue is that the authors should have 
better statistically analyzed the impact of the presence 
of cavitary disease on smear conversion because the 
presence of cavitary disease has been previously 
reported to be associated with a longer time to sputum 
smear conversion in patients with active pulmonary 
tuberculosis2. This parameter may interfere with the 
proposed effect of vitamin D deficiency on smear 
conversion.

 As a last point, was there any patient who had 
paradoxical response to antituberculosis therapy 
in this series? Paradoxical deterioration during 
antituberculosis therapy is defined as the clinical or 
radiological worsening of pre-existing tuberculous 
lesions or the development of new lesions in a patient 
who initially improves3 and it has been observed in upto 
16 per cent of patients in another study4. Following the 
antituberculosis therapy, improved immune function 
leading to a greater inflammatory reaction is thought to 
be responsible for paradoxical deterioration.We think 
that the answer to our question is important because the 

absence of any paradoxical response in the vitamin D 
insufficient and deficient groups may provide indirect 
evidence for impaired immune reconstitution in these 
groups of patients.
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Role of genetic variants of vitamin D immunomodulation genes  
in clinical response to treatment of tuberculosis

Sir, 

 We read with great interest the recently published 
study1 on the role of vitamin D on the type and clinical 
outcome of tuberculosis (TB). The authors did not find 
any role of baseline vitamin D levels with either the 
type or clinical outcome but they reported that children 
with sufficient levels of vitamin D were more likely 
to have sputum smear conversion at two months than 
those who did not have sufficient levels. A faster (or 
higher proportion of patients achieving) sputum smear 
conversion is an important outcome from the point of 
view of TB control since even a modest change would 
significantly alter the risk of transmission of the bacilli 
within the community. 

 We wish to point out that host gene polymorphisms 
for genes involved in vitamin D immunomodulation2 are 
a potential clinically relevant factor which needs to be 
further investigated. The first study3 which investigated 
this was from Lima, Peru and reported a faster sputum 
smear conversion among study participants with Taq1 
Tt genotype (VDR-vitamin D receptor) compared 
to those with Taq TT genotype. Another randomized 
controlled trial4 has also demonstrated that vitamin D 
supplementation significantly hastened sputum culture 
conversion in only the participants with TaqI tt genotype 
(VDR) (8.09, 95% CI 1.36-48.01; p=0.02)4. Genome-
wide analysis has also underlined the role played by 
CYP27B1 (1-alpha hydroxylase) as a key mediator 
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