Authors’ response: We read with great interest the comments written by
Dr. Shetty and colleagues, and firstly we would like to thank them for their
interest in our article.

The removal of the mandibular third molars is the most common
surgical procedure in dentistry. It is also considered a standardized surgical
operation and, indeed, a suitable model for investigating the safety and
efficacy of anesthetic solutions.

Based on the results of our article, it is not possible to determine if the
solutions of local anesthetics, either articaine or the rest of anesthetics
solutions, are the determining factor for developing a nerve injury.!

One of the limitations in our research was that the selected articles used
variable vasoconstrictor concentrations, which could potentially have had
an impact on the outcomes. For this reason and following the Cochrane
recommendation, > we performed a sensitivity analysis to reduce the
consequent heterogeneity. Besides that, there are articles that could not find
any influence of vasoconstrictor concentration on the efficacy of local
anesthetics.? There are, indeed, other factors that could influence onset time
of duration of local anesthesia. In this line, authors agree that there could
be confounding factors that we did not retrieved from the selected articles,
that could clarify the named “unexplained heterogeneity.” However, the
article by Al-Shayyab and Baqain,* which the authors cited in their letter,
curiously admits that there is little information available about the
influence of variables, such as sex, on the efficacy of local anesthetics.
According to Higgins and Green,? there must be at least 10 trials to assess
the publication bias, as when there are fewer studies, the statistical power
of the test is too low to distinguish chance from true skewness. We disagree
with the authors when they stated that the non—subgroup analysis was a
fundamental error since the Cochrane Group does not recommend it when

there are less than 10 studies in each comparison. To combine data from



split-mouth studies with parallel group trials we used the generic inverse-
variance method; therefore, although we introduced the standard deviation
(Table 2), the software RevMan depicted the standard error. However,
authors must take into consideration that the standard deviation is implied
in the standard error, which is needed to calculate the confidence interval.

On the other hand, the main goal of search strategies is to identify all of
the available data on this topic and to make this search reproducible. We
are convinced that we achieved this goal, as an extensive screening in the
literature was performed in our study. Moreover, the PRISMA checklist
stated that it is necessary to present a complete electronic search strategy
for at least 1 database,’ and we did present the search strategies for all the
databases that we used.

Finally, although we are aware of the limitations and weaknesses of our
article, we are convinced that our study provides valuable information for
making clinical decisions and future research.
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