Authors' reply

Sir,

We appreciate the correspondents' efforts in reading our article
keenly. It is true that patient’s own immunity, adherence to right
treatment and other factors are involved in in vivo response of
drug, and little correlation of in vitro sensitivity pattern with in vivo
response. Antifungal sensitivity testing is only predictive of clinical
response, as proven by one old meta-analysis in 2002 that correlated
in vitro—in vivo studies and found that the percentage of clinical
success was 91% for infections caused by isolates susceptible to the
corresponding antifungal agent while it was 48% for those where
the isolates were resistant!. In vitro broth microdilution testing
can only be done with microconidia according to the Clinical and
Laboratory Standard Institute M38-A standards (which we yield
from subculture to potato dextrose agar), and not arthroconidia,
which is the infective form. So, again, this points towards uncertain
reliability of sensitivity testing results.

We inadvertently observed high minimum inhibitory concentration
value of Trichophyton rubrum (0.003 to 16 ug/ml) in place of
low minimum inhibitory concentration of 7. mentagrophytes
(0.007-0.5 pg/ml) from an article (reference 39) and should not
have quoted that to compare with our findings of high minimum
inhibitory concentration in 7. Mentagrophytes. However, this will
not change any of our outcomes. There is also another inadvertent
error in the interpretation of significance in comparative P value of
0.12 between itraconazole and terbinafine. So, itraconazole is more
effective than terbinafine and ketoconazole, but differences are not
significant (P value 0.12 and 1.0, respectively).

There were no studies or reference standard book where I could get
the cut-oft value of 7. mentagrophytes for itraconazole. As dosages
for both dermatophytosis and aspergillosis are similar, breakpoint
concentration should not vary and azoles usually have high minimum
inhibitory concentration break point, as compared to other drugs.

This is not an assumption of getting resistance to terbinafine and
effectivity of itraconazole. According to our findings of sensitivity
testing, itraconazole was more effective among the other tested
drugs, although because the sample size of tested strains is limited,
we cannot comment upon the level of significance. As also, without
head-to-head clinical trials, it is difficult to interpret resistance or
effectiveness of either itraconazole or terbinafine.

Again, comparison of fluconazole with terbinafine and itraconazole
has been on the basis of percentage of resistance and not on the basis
of MIC (which is intrinsically high for fluconazole). So, comparison
with percentage of resistance neutralizes the effect of breakpoint
minimum inhibitory concentration, because P value was calculated
among drugs on basis of percentage resistance in present study.

We are providing a separate table according to levels of MIC and
number of strains [Table 1].

To conclude, our study is based mainly on mycological findings,
lack of clinical correlation is one of the limitations due to constraint
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Table 1: Correlation of MIC of drug and number of strains
Drugs (MIC) Number of strain (MICiQ) Number of strain (MICQ_Q

Fluconazole

<0.25 13 -
0.25-4 12 19
4.1-16 14 16
16.1-64 11 10
>64 - 5
Terbinafine
<0.06 36 -
0.03-1 7 41
1.1-4 4 3
4.1-16 3 5
>16 - 1
Itraconazole
<0.06 33 -
0.03-1 13 45
1.1-4 2 2
4.1-16 2
>16 -
Griseofulvin
<0.03 12 -
0.03-1 17 17
1.1-8 21 33
Ketoconazole
<0.06 16 -
0.03-1 27 39
1.1-4 5 7
4.1-16 2 3
>16 - 1
Voriconazole
<0.06 17 -
0.03-1 23 25
1.1-4 6 18
4.1-16 4 5
>16 - 2
Total strains 50 50

MIC: Minimum inhibitory concentration

of study duration as well as the fact that only 50 strains of
T. mentagrophytes are tested. So, we must conduct similar studies in
the future to look for ongoing trends of resistance in species as well
as their spectrum of sensitivity.
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