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	Abstract
	Diffuse Large-B Cell Lymphoma (DLBCL) is a heterogeneous entity that comprises several mutations in class switch recombination (CSR) and somatic hypermutation (SHM) with Activation-induced Cytidine Deaminase (AID) enzyme plays role within two processes. MUM1 is known to regulate the AID expression in normal and pathological conditions. However, the pattern of both gene expression in DLBCL is still unexplored using immunohistochemistry method. Thus, we examine both pattern expression in our local DLBCL samples and retrospectively correlates with clinical findings. A total of 20 cases of DLBCL biopsy tissue was immunostained with AID and MUM1 antibody. The correlative, comparative, and survival analyses were then performed to observe for distinct pattern. Concordance expression rate between AID and MUM1 was 80% with kappa Cohen's of 0.578 (p = 0.004). A significant association was observed between AID and MUM1 expression with a prevalence ratio of 2.25 (CI 95% 1.08 - 4.67; p = 0.008). Restricted mean survival time was shorter in the concordant group compared with the discordant group but statistically insignificant (21.16 month vs 22.5 months; p = 0.531). The association between AID and MUM1 potentially adds molecular information in DLBCL with expanding of this study may further confirm its clinical impact.
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Review 1 (Reviewer A)
	Relevance and timeliness
	Technical content and scientific rigour
	Novelty and originality
	Quality of presentation
	Recommendation

	Excellent (5)
	Excellent work and outstanding technical content. (5)
	Significant original work and novel results. (4)
	Readable, but revision is needed in some parts. (3)
	Accept. (3)


Detailed comments (Please justify your recommendation and suggest improvements in technical content or presentation.)
In this reviewed manuscript, the authors reported the concordant AID and MUM1 protein expression in 55% of patients and interestingly, each of AID(+) patients expressed MUM1. In Introduction (Paragraph 3), the authors described that MUM1 has an important role in the regulation of AID. To avoid misinterpretation on the readers' side, the authors are advised to clearly describe whether it is upregulation or downregulation. Since the concordant expression constitutes the hallmark findings of their study, this manuscript may have a greater impact if the authors discuss the possible upregulation of MUM1 in the presence of AID expression.
Review 2 (Reviewer B)
	Relevance and timeliness
	Technical content and scientific rigour
	Novelty and originality
	Quality of presentation
	Recommendation

	Acceptable (3)
	Solid work of notable importance. (4)
	Some interesting ideas and results on a subject well investigated. (3)
	Readable, but revision is needed in some parts. (3)
	Accept. (3)


Detailed comments (Please justify your recommendation and suggest improvements in technical content or presentation.)
Thank you for the opportunity to review this interesting manuscript. Although this preliminary results from a study involving 20 patients with DLBCs, the study might provide additional medical literature in the field of lymphatic malignancy. However, there are some points required to be improved or confirmed. 1. The cut-off point to determine positive and negative expression of AID was determined using ROC curve analysis, would you please show the ROC curve and how did you determine the cut-off, did you use Youden index or other methods?, please explain in the Methods 2. The concordance of MUM and AID was determined using Chi-Square (figure 2), is that possible to analyze the concordance using Spearmann or Pearson test using percentages of positive cells stained with IHC to justify the correlation and R2 value? 3. The authors compared concordance and discordance of MUM and AID expression for clinicopathological and survival data (Table 3 and Figure 3). MUM regulates AID expression. Is there any justification should compare concordance vs discordance instead of positive and negative expression MUM and AID or double-positive versus any negative staining? 4. In the Table 3, for the parameter would you please present more clearly so that the readers do not need to calculate the rest of the patients who did not fill the cathegories for example Age >60, please add Age <60 Advanced stages, please add how many patients in the Early stages to make the readers easily understand the table 5. Rituximab is a very effective treatment DLBC, in this cohort, two patients did not receive it that might influence the survival. Would you please add in the limitation of the study. 6. Please correct some English grammatical errors for example Abstract 21.16 month --> months, advance stage --> advanced

