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With regard to our recent article, Frane [1] explains that the

justifications given for not adjusting for multiple compar-

isons are false. In reviewing the statistical literature, the

authors agree that the criteria provided in the article are not

based on robust statistical principles but rather stem from

popular statistical heuristics [2], and such justifications

should not be perpetuated throughout the literature.

However, the irrelevance of the justifications should not

detract from the message of our paper. The systematic

review seeks to explore genotype–phenotype correlations in

epidermolysis bullosa pruriginosa (EBP) in light of existing

discrepancies reported by individual case reports or case

series.To this end, the article has identified all existing cases

of mutation-verified EBP in the literature. In doing so, the

review serves as a summary of the literature available for

EBP, as illustrated in Table 2 of the article [3]. Although,

perhaps, less emphasis should be put on interpreting the

significance of the statistical hypothesis tests, the collation

of patient genotype and phenotype data with summary

statistics, confidence intervals and unadjusted p values

reported can serve to direct future study designs, and to

potentially provide critical information with respect to

diagnosis, prognostication, and patient care.

It is also worth noting that for a rare genetic disease such

as EBP it is often very difficult, if not impossible, to obtain

enough cases to sufficiently power a study that addresses

genotype–phenotype comparisons for multiple relevant

endpoints, while adjusting for multiple comparisons.

Although it is imperative to adhere to sound statistical

principles, it is critical that emphasis on statistical testing

not preclude or detract from the efforts made to identify,

summarize, and translate available data for the benefit of

clinicians, patients, and family members.
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