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Author's reply
Sir,
We thank you for your critical appraisal of our study “Effectiveness 
and safety of levocetirizine 10 mg versus a combination of 
levocetirizine 5 mg and montelukast 10 mg in chronic urticaria 
resistant to levocetirizine 5 mg: A double‑blind, randomized, 
controlled trial” by Sarkar et al.1 We would like to clarify your doubts.
1. Levocetirizine 10 mg one tablet in one group was compared 

to Levocetirizine 5 mg + Montelukast 10 mg one tablet in 
the other group. Thus, the participants of either group were 
given one tablet of either drug, keeping the blinding intact

2. Clinical Trial Registry, India (CTRI) allows retrospective 
registration. However, ideally registration should be done 
prospectively. CTRI also takes some time to evaluate the 
proposal during registering, hence the time gap

3. Both Urticaria Activity Score and Total Severity Score have 
been considered primary outcome measures, as mentioned 
in Table 2 of the article with results discussed accordingly. 
For objectively measuring the nonresponders, we had to 

consider Total Severity Score as it includes the count of the 
antihistamines used and because Urticaria Activity Score 
does not include the criteria of antihistamines used, since as 
physicians, we were concerned about the pill burden. Total 
Severity Score has been used previously in studies by Bajaj 
et al.2 and Sil et al.3

4. The median price of levocetrizine 10 mg and levocetirizine 
5 mg + montelukast 10 mg was compared from CIMS 
October–December, 2014 issue (at the time when the 
study was conducted). The cost of therapy was higher in 
levocetirizine 5 mg + montelukast 10 mg combination 
than levocetrizine 10 mg, as seen in Table 1 below. 
Also, in Table 2, when only the price of therapy of the 
trial medications (Levosiz 10 mg and Levosiz‑M) was 
compared, the price of Levosiz M was 2.4 times more than 
Levosiz 10

5. Because the study was designed as a superiority trial, the 
sample size was calculated based on detecting two‑unit 
difference in Total Severity Score. We have mentioned that 
both the trial arms were “comparable in effectiveness.” 
Because the drugs were different molecules and not 
“me too” drug or drugs of the “same class,” we did not 
plan for an “equivalence” or “non‑inferiority” trial.4 
Levocetirizine is an antihistamine whereas Montelukast 
is a leukotriene receptor antagonist. The article does 
not mention “equivalent” anywhere in the results or 
discussion. Moreover, the results (paragraph 3 of Results 
section) incorporate discussion on “between groups” 
analysis with the P values explicitly given in Table 2 of 
the article.

We hope we have clarified your doubts and would be eager to reply 
to your comments. The research team would like to thank you for 
your keen interest in our study.

Thanking you.

Financial support and sponsorship
Nil.

Table 1: Price of trial medications

Trial medications Cost of 4 weeks treatment 
(rupees)

Levocetrizine 10 (Levosiz 10) 63
Levocetirizine 5 mg + montelukast 
10 mg (Levosiz‑M)

154

Table 2: Median price of levocetirizine 10 mg and 
levocetirizine + montelukast [references: Current Index of 

Medical Specialities, India (CIMS) 127 October, 2014]

Medications Median price 
of 4 weeks 
treatment 
(rupees)

Interquartile 
range 

(rupees)

Levocetrizine 10 mg 274.4 112.7‑287
Levocetirizine 5 mg + montelukast 
10 mg

213.64 168‑280

P value (between groups) 0.688
P value by Student’s t‑test. CIMS: Current Index of Medical Specialities, India
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Reinterpreting minimum inhibitory concentration (MIC) 
data of  itraconazole versus terbinafine for 
dermatophytosis – time to look beyond the MIC data?

minimum inhibitory concentration which ranged from 0.003 to 
16 µg/ml.” However, in the quoted study, the mentioned level 
is for T. rubrum and not for T. mentagrophytes, the strain which 
the authors have tested.5 The MICs in the mentioned study 
(reference 39 in the article) were in fact lower for T. mentagrophytes 
(0.007–0.5 µg/ml) than T. rubrum (0.003–16 µg/ml).5 Secondly, the 
authors mention that “There was a statistically significant difference 
in the sensitivity of itraconazole as compared to terbinafine, 
fluconazole and griseofulvin.” However, the MIC values for 
terbinafine and itraconazole, mentioned in Table 1, are identical. 
Further, the P value mentioned is 0.12, not satisfying the criteria for 
statistical significance. Thirdly, with reference to itraconazole, the 
authors mention that sensitive strains have MIC between 0.01 and 
8 µg/ml and that only three of their strains (6%) had MIC ≥8 µg/ml 
and hence were resistant to itraconazole. But, the quoted reference 
mentions this cutoff value in relation to Aspergillus fumigatus and 
not T. mentagrophytes.6 MIC cutoffs are specific to a drug–species 
pair and cannot be generally applied to other strains/class of fungi. 
Also, instead of merging the data of MIC for all isolates, various 
levels with the number of isolates under each level would have been 
more informative. Lastly, it is erroneous to compare the MIC levels 
of fluconazole to terbinafine or itraconazole as it is intrinsically 
higher, without necessarily predicting failure.

Arthroconidia have been considered as the primary cause of 
infection by dermatophytes. However, the in vitro antifungal 

Sir,
We read with interest the article by Mahajan et al. titled, 
“Clinico‑mycological study of dermatophytic infections and their 
sensitivity to antifungal drugs in a tertiary care center.”1 It is a 
yet unsubstantiated notion that terbinafine, which has been used 
as a first‑line drug against dermatophytic infections for years, has 
probably lost its clinical efficacy in India. This has been supported 
by two recent publications in Indian literature, though there is little 
clinico‑mycological correlation in these.2,3 Patient’s immune response 
is crucial for elimination of dermatophytes and this, along with 
rampant steroid abuse, is also a potential cause of the recalcitrance.4

Nevertheless, mycological studies are important. The present study 
highlights two noteworthy points. Firstly, the epidemiological shift 
in the causative strains, with T. mentagrophytes being isolated from 
75.9% of cases and T. rubrum from only 11.3%. This is contrasting 
to the reports prior to 2012, wherein T. rubrum was most commonly 
isolated. Secondly, this is probably the first documentation of high 
minimum inhibitory concentrations (MICs) of T. mentagrophytes to 
terbinafine. There are occasional reports of terbinafine resistance to 
T. rubrum, but none of T. mentagrophytes, to the best of authors’ 
knowledge.

However, there are a few contradictions in this study, which we 
would like to highlight. Firstly, with reference to the MICs of 
terbinafine, the authors say that “Only two studies had similar 
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