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Referees’ reports, first round of review 
  

Reviewer 1 

The manuscript by Piron and colleague presents a novel computational pipeline, 
called colocRedRibbon, for the identification of genes associated with nearby 
GWAS variants. The authors demonstrated that this pipeline is more sensitive in 
identifying more nuanced associations using pancreatic islet eQTL analysis from 
the TIGER study, and have identified > 400 colocalisations using this method, 
more than double the number achieved by previous methods, and many novel 
genes in type 1 diabetes. This pipeline is a valuable contribution to the field, with 
applications beyond diabetes research. The reviewer appreciates that this 
method is already online and available to be used. Below are some minor 
comments that would strengthen the manuscript: 

1. The methodology is indeed the most significant aspect of the study, as 
effectively demonstrated using the pancreatic islet dataset. Consider 
reorganizing the results to emphasize the method's output (e.g., coloc vs 
colocRedRibbon, Figure 4A) prior to specific examples and biological 
interpretations (i.e., prior to the "The colocRedRibbon shortlisting steps solve 
the issue of multiple GWAS signals" section). This would highlight the pipeline's 
strengths early in the manuscript. 

2. In the discussion, the authors state: "It is also applicable to quantitative trait 
loci for protein, open chromatin, and DNA methylation." However, this claim is 
not substantiated with any examples or discussion in the manuscript. Would be 
valuable to elaborate on this point to guide those who may wish to apply 
colocRedRibbon to these contexts. 

 

3. Is the method also applicable to identifying trans-eQTLs? 

4. Include a brief explanation of the H4 hypothesis in the results section to aid 
readers unfamiliar with colocalization metrics, including the cut-offs used. 

5. The pathway enrichment analysis does not reveal many specific pathways. 
Have the authors tried alternative tools like Metascape or EnrichR? These might 
offer complementary insights or identify additional pathways. 



 

 

6. In Figure 6, the siRNA experiment in EndoCBH1 is indeed interesting, but the 
KD efficiency of the gene is not shown. Have the authors also investigated the 
impact on insulin secretion? 

7. It would be useful to include a table summarizing the most significant or 
biologically interesting co-localizations in the main manuscript. This would make 
it easier for readers to identify the highlights without relying solely on the 
supplementary. 

8. Supplementary Tables: 

o The authors cite Marselli et al., 2019 in Supplementary Table 1. Should this be 
Marselli et al., 2020? Please verify. 

o It would help to include a column whether the fGSEA.t2d column/results 
reflect upregulated or downregulated genes with T2D 

o Provide some explanation or clearer column names for supplementary tables. 
For example, not clear what "s" column in S7 represents. 

o Ensure Supplementary Tables are in order in the manuscript. 

9. Consistency with the spelling of "co-localization" or "colocalization". 

 

Reviewer 2 

The manuscript "Identification of novel type 1 and type 2 diabetes genes by 
colocalization of human islet eQTL and GWAS variants with colocRedRibbon" 
developed a new co-localization pipeline and applied it in T1D and T2D. In short, 
this is a methods-driven biological discovery paper that fills a gap in the field of 
co-localization. 

 

In the risk allele effect step and RedRibbon overlap step, the reviewer wants the 
author to address the following questions: 

1)"the ranking of variants by P-values for both GWAS or eQTLs and statistically 
examining potential overlaps between the ranked lists." The P-value is a 
statistical value that acts as a baseline for ranking whether there is risk. As the 
author says, "A downside is that it comes at the cost of non-determinism in the 
minimal P-value finding algorithm."(PMID: 38081640). 

2)In combination with steps 1 and 2, the authors need to explain why Z(beta) 
values are not considered for up-down classification and ranking. 

3)In addition to quantitative glycemic traits, whether to consider BMI. 

4)In the section "The colocRedRibbon shortlisting steps solve the issue of 



 

 

multiple GWAS signals," the authors give an example of the CCDC67 gene that, 
although interesting, needs to be explained. Whether adjacent, highly significant 
(though weaker) signals violate the principle of COLOC. And whether the signal is 
indeed biologically significant in subsequent analysis identified in 
colocRedRibbon. 

 

Reviewers are more concerned about the portability of the method. 

5)Whether the disease background of GWAS can affect the effect. Here, the 
authors mainly analyze T1D and T2D, and whether the method can be 
transferred to other complex diseases or traits. 

6)Another keypoint is the dimension of QTL. First of all, whether different QTL 
types (such as mQTL, pQTL, etc.) are applicable to the hypothesis of this 
framework. The author should provide a thorough explanation and explanation, 
at least in the discussion section. Second, whether background information 
about QTL, including tissue-specific, disease-specific, and cell-type specific, 
would interfere with the method. 

7)Finally, whether the co-localization method chosen will affect biological 
discovery. 

 

Authors’ response to the first round of review 



 

 

 



 

 

 



 

 

 



 

 

 



 

 

 



 

 

 



 

 

 
 

 

Referees’ report, second round of review 

Reviewer 1 

The authors have fully addressed my previous comments, and I have no further 
concerns. This is a valuable manuscript for the scientific community, and I fully 
support its publication. 

Reviewer 2 

The author addressed the reviewers' concerns. 

  

 
Authors’ response to the second round of review 

 
 


