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Reviewer Comments to Author: 

General comments---This manuscript introduces an open-source implementation of two measures of 
dependence, MICe and TICe, which together provide a combination of both statistical power and equitability 
for identifying associations in large data sets. The implementation provided by the authors is a valuable 
contribution to the community that allows for the easy computation of these measures of dependence, and 
I'd recommend its acceptance after the authors make the minor edits listed below.Minor Comments---A few 
minor comments that the authors should be made aware of (but that I didn't want to be public given how 
minor they are):1) There are a few small type-o's to correct (e.g. coniugate on Pg. 1, line 31; expenses on 
pg. 2, line 15).2) I would suggest the authors soften the language around the fact that "an implementation 
of these two measures and of a statistical procedure to test the significance of each association is still 
missing." The authors who developed MICe and TICe are simply waiting to post their implementation of 
MICe and TICe at www.exploredata.net along with the official publication of the most recent paper analyzing 
these measures in the Annals of Applied Statistics (https://www.e-
publications.org/ims/submission/AOAS/user/submissionFile/29563?confirm=583655c8). That said, the 
implementation in this manuscript submitted to GigaScience is still a valuable contribution as it is open-
source (the implementation AOAS will post is not) and provides a more comprehensive procedure to test for 
significance.3) On Pg. 1, line 31, "which coniugate computational efficiency with good bias/variance 
properties", isn't quite accurate. I'd change this to "which combine computational efficiency with superior 
bias/variance properties".4) On Pg. 2, line 5, "has been shown to satisfy the equitability requirement" should 
be changed to "has been shown to have good equitability" to reflect the fact that equitability is not a binary 
property, but a continuous one that a measure of dependence can have more or less of.5) On Pg. 2, line 6 - 
MIC doesn't actually suffer from lack of power, and this fact has been corrected in the literature, so I would 
recommend using softer language. It was shown in ref. 12 that was cited by the authors that the original 
perceived bad power of MIC was due to incorrect parameter settings by those who drew that conclusion. 
When used with appropriate parameters for independence testing, MIC has decent, but not state-of-the-art, 
power. What is accurate, however, is that MICe and TICe *improved* upon the power of MIC, and that TICe 
has state-of-the-art power.6) On Pg. 2, second column, line 23, regarding the sentence beginning with 
"With regards to the number of permutations…" (and elsewhere): the number of permutations necessary to 
perform for any given analysis scales with the number of tests one must correct for (i.e. the number of 
variable pairs for which a measure of dependence was computed), as the FDR accuracy is inversely 
proportional to the number of permutations used to compute it, so I'd be careful about saying that a specific 
number is generally enough for data of any dimensionality. 
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