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January 5, 20211st Editorial Decision

January 5, 2021 

Re: Life Science Alliance manuscript  #LSA-2020-00949-T 

Prof. John A. Corbett  
Medical College of Wisconsin 
Biochemistry 
8701 Watertown Plank Rd 
Milwaukee, WI 53226 

Dear Dr. Corbett , 

Thank you for submit t ing your manuscript  ent it led "Single-cell RNA-sequencing of mouse islets
exposed to proinflammatory cytokines" to Life Science Alliance. The manuscript  was assessed by
expert  reviewers, whose comments are appended to this let ter. 

As you will note from the reviewers' comments, your manuscripts was received by both the
referees. While reviewer 1 only has minor requests, reviewer 2 does have a number of technical
concerns which should be addressed prior to further considerat ion of the manuscript  at  LSA. We
would thus like to invite you to resubmit  a revised version of this manuscript  that  addresses all of
the reviewers' concerns. 

To upload the revised version of your manuscript , please log in to your account:
ht tps://lsa.msubmit .net/cgi-bin/main.plex 
You will be guided to complete the submission of your revised manuscript  and to fill in all necessary
informat ion. Please get in touch in case you do not know or remember your login name. 

We would be happy to discuss the individual revision points further with you should this be helpful. 

While you are revising your manuscript , please also at tend to the below editorial points to help
expedite the publicat ion of your manuscript . Please direct  any editorial quest ions to the journal
office. 

The typical t imeframe for revisions is three months. Please note that papers are generally
considered through only one revision cycle, so strong support  from the referees on the revised
version is needed for acceptance. 

When submit t ing the revision, please include a let ter addressing the reviewers' comments point  by
point . 

We hope that the comments below will prove construct ive as your work progresses. 

Thank you for this interest ing contribut ion to Life Science Alliance. We are looking forward to
receiving your revised manuscript . 

Sincerely, 



Shachi Bhatt , Ph.D. 
Execut ive Editor 
Life Science Alliance 
ht tps://www.lsajournal.org/ 
Tweet @SciBhatt  @LSAjournal 

--------------------------------------------------------------------------- 

A. THESE ITEMS ARE REQUIRED FOR REVISIONS

-- A let ter addressing the reviewers' comments point  by point . 

-- An editable version of the final text  (.DOC or .DOCX) is needed for copyedit ing (no PDFs). 

-- High-resolut ion figure, supplementary figure and video files uploaded as individual files: See our
detailed guidelines for preparing your product ion-ready images, ht tps://www.life-science-
alliance.org/authors 

-- Summary blurb (enter in submission system): A short  text  summarizing in a single sentence the
study (max. 200 characters including spaces). This text  is used in conjunct ion with the t it les of
papers, hence should be informat ive and complementary to the t it le and running t it le. It  should
describe the context  and significance of the findings for a general readership; it  should be writ ten in
the present tense and refer to the work in the third person. Author names should not be ment ioned.

B. MANUSCRIPT ORGANIZATION AND FORMATTING:

Full guidelines are available on our Instruct ions for Authors page, ht tps://www.life-science-
alliance.org/authors 

We encourage our authors to provide original source data, part icularly uncropped/-processed
electrophoret ic blots and spreadsheets for the main figures of the manuscript . If you would like to
add source data, we would welcome one PDF/Excel-file per figure for this informat ion. These files
will be linked online as supplementary "Source Data" files. 

***IMPORTANT: It  is Life Science Alliance policy that if requested, original data images must be
made available. Failure to provide original images upon request will result  in unavoidable delays in
publicat ion. Please ensure that you have access to all original microscopy and blot  data images
before submit t ing your revision.*** 

--------------------------------------------------------------------------- 

Reviewer #1 (Comments to the Authors (Required)): 

Stancill et  al present single cell RNAseq data and analysis on mouse islet  t reated with a short  (6 hr)
t ime with cytokines interleukin 1beta, interferon gamma or both. These cytokines are thought to be
involved in the destruct ion of pancreat ic beta cells in Type 1 diabetes, and their effects on islets
have been studied extensively. Two aspects of this study add value: first , the analysis of single islet
cells and second, using only a 6 hr t reatment with cytokine so the direct  effect  was seen rather
than one later down a cascade of events. Mouse islets were treated , dispersed and analyzed., with
over 7700 single islet  cells passing quality control. The most important findings were supported and



included :1) there was heterogeneity of response to the cytokines with similar genes were induced
in the responsive cells whether beta cells ( 70% of total beta cells), glucagon producing alpha cells
(39%) or somatostat in expressing delta cells ( 69%); 2) IL1beta had the most effect  on the beta cell
ident ity; 3) IL1beta had ant iviral effects which had previously been at t ributed only to IFNg; 4) the
combinat ion of both cytokines had greater effects that the sum of both alone.; 5) there was no
immediate induct ion of apoptot ic genes; ) the beta cells were more sensit ive to either single
cytokine than the other islet  cells. 

The authors provide an excellent  introduct ion and explanat ion for the rat ionale for doing scRNAseq
on islets t reated with cytokines, providing references to original resources rather than falling into
the unfortunate habit  of referring only to recent reviews. While there are always issues whether the
heterogeneity found in sc RNA seq is due to the inherent differences due to cells out of synchrony
or the less extensive array of expressed genes detected, the differences here were robust and
often confirmed with PCR. 

One suggest ion that would improve this paper is to include supplemental tables of the different ially
expressed genes. It  would be part icularly of interest  to the islet  biologists to know what were the 13
genes (6 ident ified in text) repressed in beta cells by Il1b and the 7 by IFNg. Were there addit ional
ones from the combinat ion? 

Reviewer #2 (Comments to the Authors (Required)): 

Stancill et  al describe gene expression changes in mouse islets upon exposure to proinflammatory
cytokines followed single-cell RNA-seq. Authors ident ify Nos2 expressing cells and other gene
expression changes, some of these changes were further confirmed using qPCR. Although this
study at tempts to provide understanding of role of cytokines in gene expression changes in islets,
however, there are several caveats that should be addressed. 

1) How many samples per group were used? What is the batch of t reatments, 10x genomics
emulsion format ion and sequencing? What are sequencing depth for each of the samples? What
are the median genes and UMIs in each sample and in each of the clusters shown in Figure 1B. How
were the cytokine doses and treatment durat ion determined?
2) 10x genomics emulsion format ion is prone to doublet  cell capture (~5%). Authors should
elaborate on how the doublets were ident ified and removed.
3) What are the gene expression differences in samples within the treatment group? The Cluster 7
in Figure 1B has been highlighted over and over again. This cluster is formed of few cells and
doesn't  separate well from the other groups of cells (cluster 0, 1, 4 etc.) and therefore it  could simply
be a result  of not applying opt imal clustering parameters. If the resolut ion is reduced, it  will merge
with neighboring clusters. Single-cell datasets are prone to sample processing (t issue dissociat ion)
effects that somet imes induce stress related genes. Cluster 5 shows clear stress gene signature
based on Figure S1 (authors made no effort  to indicate what color indicates which cell type in the
heatmap). Any cell type of interest  (in this case Cluster 7, Nos2 posit ive cells) should be
represented in mult iple samples and should not be accounted by one sample. Authors have not
made any efforts to clarify this issue.
4) Although authors indicate that Ins1 and Ins2 are markers of beta cells, Figure 1C. shows these
genes expressed in almost all cell types. This indicates ambient RNA contaminat ion that arises
during the t issue dissociat ion processes. Processing mult iple samples instead of one will help
determine the background gene expression is indeed due to ambient RNA (technical) or biological



observat ion. In addit ion, it  will help deduce the extent of such ambient RNA contaminat ion to other
cell types. 
5) Cluster 6 and cluster 11 are indicated as proliferat ing cells. However, these cell clusters lack
classic and abundant ly expressed markers such as Mki67 and Top2a (Figure S1). More analysis on
these cell cluster ident ificat ion is required.
6) To ident ify different ially expressed genes among the different t reatment groups, authors should
use averaged gene expression (normalized to 10k, TP10k) profiles for a given cell type and then
use DeSeq2 or similar stat ist ical tools. Pathway analysis tools like DAVID can be used to aid the
observat ions from DeSeq2 different ial gene expression analysis. In figure 1 (E-I), authors do not
make it  clear what do the fold changes indicate. Are these cluster 7 verses all other clusters?
7) In figure 2, authors at tempt to subcluster the beta cell types. The clusters are scattered, again
indicat ing that opt imal parameters were not used. Authors should provide a different ial gene
expression heatmap indicat ing top 10 different ially expressed genes in each of the 7 clusters. The
Nos2 expressing b-cells are now shown to group into two clusters (cluster 4 and cluster 6). Are
these two clusters split  of cluster 7 in Figure 1B?
8) To determine different ially expressed genes between Nos2 posit ive cluster 4 and cluster 6,
authors should use Seurat parameter (ex. "FindMarkers") and indicate top 10-20 genes.
9) Authors ment ion: "In addit ion, to the Nos2-expressing clusters, we also ident ified a cluster (b-cell
Cluster 2) enriched for ribosomal proteins, chaperones, RNA-binding proteins, and mitochondrial
proteins (Fig. 2F)." As ment ioned earlier, b-cell cluster 2 expresses stress response genes which are
often seen in single cell datasets and are result  of t issue dissociat ion. (Brink et  al, PMID: 28960196).
10) Authors consistent ly ment ion that "cluster 7" in Figure C are the "cytokine-responsive" cells
since these cells express Nos2 in response to IL-1b and IFN-γ exposure. However many other
clusters (cluster 0, 3, 8, 11, 14) show expression of Nos2. In fact , more than 25% of cells in cluster 0
and cluster 14 express Nos2.
11) To make it  readable and easy to understand, authors should use cell type names in Figure 1C
rather than using the cluster numbers.



Reviewer #1 (Comments to the Authors): 

1) One suggestion that would improve this paper is to include supplemental tables of the differentially

expressed genes. It would be particularly of interest to the islet biologists to know what were the 13 genes (6

identified in text) repressed in beta cells by Il1b and the 7 by IFNg. Were there additional ones from the

combination?

Response: We appreciate this suggestion and agree. We have included the suggested supplementary tables in 

the revised manuscript. 

Reviewer #2 (Comments to the Authors): 

1) How many samples per group were used? What is the batch of treatments, 10x genomics emulsion formation

and sequencing? What are sequencing depth for each of the samples? What are the median genes and UMIs in

each sample and in each of the clusters shown in Figure 1B. How were the cytokine doses and treatment

duration determined?

Response: While single cell RNAseq was performed on one sample per treatment group, key findings were 

confirmed by qPCR for classes of genes increased and decreased in expression levels. Single cell capture was 

performed using the 10X Genomics Chromium Single Cell 3′ v3 Reagent Kit. Sequencing was performed using 

the Illumina NextSeq 500/550 High Output Kit v2.5 flow cell (150 cycles). We have updated the text to include 

these requested details in the Methods. The sequencing depth of each Sample was added to the revised text, and 

we have added Supplemental Tables listing the mean genes and UMIs per cluster per sample. The results are 

also shown below for your convenience.  

Mean genes per sample per cluster: 

Cluster 
Sample 
1 

Sample 
2 

Sample 
3 

Sample 
4 

0 3961 2750 3030 2973 

1 3852 2514 2996 2837 

2 3843 2307 2739 2715 

3 3978 2357 2710 2560 

4 3949 2736 3181 3084 

5 3462 1774 2201 2244 

6 3927 2655 3011 2971 

7 3727 2581 3000 2822 

8 3798 2557 2863 2634 

9 3452 2058 2402 2380 

10 3982 2107 2478 3042 

11 4118 2765 2989 2635 

12 3203 2018 2595 2619 

13 3468 1992 2567 2307 

14 4361 3494 3594 3652 

15 3903 2480 3324 3003 

16 3319 2251 1714 1974 

Mean UMIs per sample per cluster: 

Cluster 
Sample 
1 

Sample 
2 

Sample 
3 

Sample 
4 

0 22111 9401 11476 12897 

1 23036 8767 12361 13305 

2 15941 7043 8216 9644 

3 16318 6499 7786 8212 

4 18980 7644 9899 9855 

5 20685 5594 7861 9214 

6 22556 9265 11285 12152 

7 22762 9031 10995 13178 

8 17303 7762 9182 9528 

9 17245 6917 9075 10703 

10 12911 4638 6380 9168 

11 17562 8841 9161 9034 

12 13053 5776 8470 9163 

13 13433 5808 8422 7714 

14 23908 12538 12770 15783 

15 13971 6884 10627 9274 

16 35727 10590 8757 9630 

The cytokine doses were chosen on the basis of 30 yrs of experience working in this field and previous studies 

from our laboratory and others that have identified the concentration and time-dependent actions of cytokines 

1st Authors' Response to Reviewers                                                                   February 3, 2021



on iNOS expression in mouse β-cells (PMID 9153221, 10506184). The treatment duration of 6 hr was chosen 

because nitric oxide levels after this exposure are low and will not confound the gene expression results (PMID 

1384465). We confirm the lack of a nitric oxide effect on gene expression in Fig 3, 7, and S5 using a NOS 

inhibitor (NMMA).  Importantly the goals of our study were to determine early responses of islet cells to 

cytokine stimulation.  

2) 10x genomics emulsion formation is prone to doublet cell capture (~5%). Authors should elaborate on how

the doublets were identified and removed.

Response: Outlier cells were removed (number of genes less than 200 or greater than 4000). This has been 

clarified in the Methods. 

3) What are the gene expression differences in samples within the treatment group? The Cluster 7 in Figure 1B

has been highlighted over and over again. This cluster is formed of few cells and doesn't separate well from the

other groups of cells (cluster 0, 1, 4 etc.) and therefore it could simply be a result of not applying optimal

clustering parameters. If the resolution is reduced, it will merge with neighboring clusters. Single-cell datasets

are prone to sample processing (tissue dissociation) effects that sometimes induce stress related genes. Cluster

5 shows clear stress gene signature based on Figure S1 (authors made no effort to indicate what color indicates

which cell type in the heatmap). Any cell type of interest (in this case Cluster 7, Nos2 positive cells) should be

represented in multiple samples and should not be accounted by one sample. Authors have not made any efforts

to clarify this issue.

Response: Figures 3-6 focus on our differential expression analyses comparing gene expression differences 

across the treatments by cell type. We have now included new supplemental tables (Tables S4-S7) showing the 

genes that are differentially expressed based on those analyses. To address your comment about highlighting 

Cluster 7 - we have now included a supplemental figure (Fig S2) indicating the percentage of each cluster that 

originates from each of the 4 samples. We focused on Cluster 7 for much of the manuscript because this is the 

cluster of cells that is enriched for Nos2, which is characteristic of cytokine exposure. This new figure we 

included indicates that Cluster 7 is primarily made up of cells from the samples treated with IL-1β (Samples 2 

and 4). This is expected, since Nos2 expression is IL-1β-dependent in β-cells. We would expect only minimal 

contribution to this cluster from untreated cells or cells treated only with IFN-γ. To address your other point, we 

have now re-labeled the heatmap in Fig S1 to indicate the cell types represented by each cluster. 

4) Although authors indicate that Ins1 and Ins2 are markers of beta cells, Figure 1C. shows these genes

expressed in almost all cell types. This indicates ambient RNA contamination that arises during the tissue

dissociation processes. Processing multiple samples instead of one will help determine the background gene

expression is indeed due to ambient RNA (technical) or biological observation. In addition, it will help deduce

the extent of such ambient RNA contamination to other cell types.

Response: Because endocrine hormones are expressed at extremely high levels in islet cells, it is not surprising 

to observe ambient RNA contamination.  Indeed, others have comparable RNA contamination using similar 

methodologies. In PMID 33432158 (Scientific Reports 2021) Figure S1, INS expression is found in human α-

cells and GCG expression in human β-cells). In PMID 32302527 (Cell Metabolism 2020) Figure S2, INS 

expression is observed in human α-, δ-, and PP-cells. Furthermore, while we list the islet hormones as the 

identifier genes of the endocrine cell clusters in Fig 1C (as is customary in the field), the clusters can be further 

identified based on expression of other characteristic genes. A new supplementary table (Table S1) has been 

included which lists all genes enriched in each cluster. Therefore, while there may be low levels of RNA 

contamination of Ins1 and Ins2 in non-β-cell clusters, we are confident that the cell types have been identified 

correctly.  



5) Cluster 6 and cluster 11 are indicated as proliferating cells. However, these cell clusters lack classic and

abundantly expressed markers such as Mki67 and Top2a (Figure S1). More analysis on these cell cluster

identification is required.

Response: By our analysis, only 17 genes were enriched in Cluster 6. Other than Geminin (Gmnn), the 

remaining 16 genes are characteristic of -cells and were similarly enriched in other -cell clusters. Therefore, 

we have no other genes, besides Gmnn, to distinguish this cluster from the other -cell clusters. A greater 

number of genes (200) were enriched in Cluster 11. If we consider the top 20 enriched genes, all, with the 

exception of Gmnn, are similarly enriched in at least one of the other non--endocrine clusters (2, 3, 9, or 14). 

In fact, most of the top 20 genes in Cluster 11 were enriched in multiple non--endocrine clusters. New 

Supplemental Table S1 is included to allow readers to see all genes enriched in these clusters. We were 

surprised to identify these clusters in our analysis, because islet endocrine cells are terminally-differentiated and 

are not proliferative. Gmnn is known to be expressed in replicative cells (PMID 12107111). Therefore, we have 

identified these clusters to the best of our ability as “proliferative” cells and have indicated that they are 

enriched for Gmnn (Fig 1B).  We assessed Mki67 and Top2a expression in all clusters and detected no 

expression (shown below). However, when we assessed cell cycle phase, Clusters 6 and 11 appear to consist 

entirely of cells in S Phase of the cell cycle (see below).  Based on the expert reviewer’s concern, we tempered 

the identification of these clusters in the revised text, stating that Gmnn expression “suggest[s] that they may 

represent proliferative cells.”  

6) To identify differentially expressed genes among the different treatment groups, authors should use averaged

gene expression (normalized to 10k, TP10k) profiles for a given cell type and then use DeSeq2 or similar

statistical tools. Pathway analysis tools like DAVID can be used to aid the observations from DeSeq2

Cluster 6

Cluster 11



differential gene expression analysis. In figure 1 (E-I), authors do not make it clear what do the fold changes 

indicate. Are these cluster 7 verses all other clusters?  

Response: We have updated the Methods to include more details about the normalization method: “All samples 

were normalized using Seurat's default normalization settings. Briefly, reads in each cell for each gene were 

divided by the total number of reads within that cell, multiplied by a factor of 10000, and transformed using the 

natural logarithm.” We have also updated the Legend of Figure 1 to clarify that the fold changes indicate 

changes in Cluster 7 compared to all other clusters. 

7) In figure 2, authors attempt to subcluster the beta cell types. The clusters are scattered, again indicating that

optimal parameters were not used. Authors should provide a differential gene expression heatmap indicating

top 10 differentially expressed genes in each of the 7 clusters. The Nos2 expressing b-cells are now shown to

group into two clusters (cluster 4 and cluster 6). Are these two clusters split of cluster 7 in Figure 1B?

Response: As requested by the reviewers, we have addressed each of the outlined issues in the new data 

presented in Fig S3, including a heat map of each of the Clusters of -cells.  

8) To determine differentially expressed genes between Nos2 positive cluster 4 and cluster 6, authors should use

Seurat parameter (ex. "FindMarkers") and indicate top 10-20 genes.

Response: We performed the analysis you suggested and have included the top 10 genes increased in Cluster 4 

vs Cluster 6 and vice versa in the revised Supplemental Figure S3. 

9) Authors mention: "In addition, to the Nos2-expressing clusters, we also identified a cluster (b-cell Cluster 2)

enriched for ribosomal proteins, chaperones, RNA-binding proteins, and mitochondrial proteins (Fig. 2F)." As

mentioned earlier, b-cell cluster 2 expresses stress response genes which are often seen in single cell datasets

and are result of tissue dissociation. (Brink et al, PMID: 28960196).

Response: Since the cells expressing stress response genes also do not respond to cytokines in the expected 

way, we think the stress occurred prior to the cytokine treatment, which, in our case, was prior to the islet 

dissociation for scRNA-seq. It is likely that the stress was induced by the islet isolation process, not by the 

dissociation to single cells. Regardless of the reason for the stress response genes, we now acknowledge in the 

Discussion that this is a result of the experimental process and does not likely represent an endogenous cell 

population. However, the inclusion of this population in our analysis allows us to speculate about why only 

~75% of the β-cells treated with both cytokines responded by expressing Nos2 – likely because the remaining 

~25% were stressed prior to the treatment. This conclusion aligns with previous studies (PMIDs: 9832444, 

15315910, 7769124, 8706913). We think this is an important observation for the field because human islet 

preparations often express high levels of heat shock proteins, preventing them from responding properly to 

cytokine exposure (PMID: 10751413), and isolation stress is known to contribute to human islet cell death 

(PMID: 11141234). Moreover, this connection has been overlooked in the literature, and some studies have 

suggested that human islets do not respond to cytokines by expressing Nos2 (PMID: 7514190). Our data 

presented here supports the idea that human islets (as well as rodent islets) do not express Nos2 in response to 

cytokines when they are stressed. 

10) Authors consistently mention that "cluster 7" in Figure C are the "cytokine-responsive" cells since these

cells express Nos2 in response to IL-1b and IFN-γ exposure. However many other clusters (cluster 0, 3, 8, 11,

14) show expression of Nos2. In fact, more than 25% of cells in cluster 0 and cluster 14 express Nos2.



Response: We focused on Cluster 7 because the cells in this cluster are significantly enriched for Nos2 

expression compared to expression in all other clusters. We were also interested in this cluster because it is 

primarily (if not entirely) made up of β-cells. The low percentage of β-cells in Cluster 0 that express Nos2, as 

you mention, is likely attributable to a small number of β-cells from Samples 2 and 4 (cells exposed to IL-1β) 

being assigned to that cluster rather than Cluster 7. This is supported by the data presented in Fig S2. While the 

cell clustering is not perfect, we hope you will agree that the majority of β-cells expressing Nos2 reside in 

Cluster 7, which is why we chose to focus on those cells for much of the manuscript. Most of the clusters you 

mention as having cells expressing Nos2 are other cell types (non-β-cells), including Clusters 3, 8, 11, and 14. 

We would not expect those cells to be sufficiently different from others of the same cell type to cluster with a 

primarily β-cell cluster. As we discuss later in the manuscript (Fig 4), other islet cell types express Nos2 in 

response to cytokines, not just β-cells (including α-cells and δ-cells).  

11) To make it readable and easy to understand, authors should use cell type names in Figure 1C rather than

using the cluster numbers.

Response: We agree and have made this change. 



March 27, 20211st Revision - Editorial Decision

March 27, 2021 

RE: Life Science Alliance Manuscript  #LSA-2020-00949-TR 

Prof. John A. Corbett  
Medical College of Wisconsin 
Biochemistry 
8701 Watertown Plank Rd 
Milwaukee, WI 53226 

Dear Dr. Corbett , 

Thank you for submit t ing your revised manuscript  ent it led "Single-cell RNA-sequencing of mouse
islets exposed to proinflammatory cytokines". We would be happy to publish your paper in Life
Science Alliance pending final revisions necessary to meet our formatt ing guidelines. 

While the reviewers were unable to comment on the revised manuscript , the revisions were
assessed by our internal team of editors and an advisory member with the subject  matter expert ise
and were deemed to have been appropriately performed. 

Along with the points listed below, please also at tend to the following, 

-please add callouts for Figures S6A, B, C; S8A to your main manuscript  text
-please use the [10 author names, et  al.] format in your references (i.e. limit  the author names to the
first  10)
-Panel 8A and Panel S8A; Panel 8D first  column Panel S8E first  column are the same. Looks like
that is by design, but we would appreciate it  if you can clarify this in the figure legends, so the
readers are aware that the figure panels have been repeated.

If you are planning a press release on your work, please inform us immediately to allow informing our
product ion team and scheduling a release date. 

To upload the final version of your manuscript , please log in to your account:
ht tps://lsa.msubmit .net/cgi-bin/main.plex 
You will be guided to complete the submission of your revised manuscript  and to fill in all necessary
informat ion. Please get in touch in case you do not know or remember your login name. 

To avoid unnecessary delays in the acceptance and publicat ion of your paper, please read the
following informat ion carefully. 

A. FINAL FILES:

These items are required for acceptance. 

-- An editable version of the final text  (.DOC or .DOCX) is needed for copyedit ing (no PDFs). 

-- High-resolut ion figure, supplementary figure and video files uploaded as individual files: See our



detailed guidelines for preparing your product ion-ready images, ht tps://www.life-science-
alliance.org/authors 

-- Summary blurb (enter in submission system): A short  text  summarizing in a single sentence the
study (max. 200 characters including spaces). This text  is used in conjunct ion with the t it les of
papers, hence should be informat ive and complementary to the t it le. It  should describe the context
and significance of the findings for a general readership; it  should be writ ten in the present tense
and refer to the work in the third person. Author names should not be ment ioned. 

B. MANUSCRIPT ORGANIZATION AND FORMATTING:

Full guidelines are available on our Instruct ions for Authors page, ht tps://www.life-science-
alliance.org/authors 

We encourage our authors to provide original source data, part icularly uncropped/-processed
electrophoret ic blots and spreadsheets for the main figures of the manuscript . If you would like to
add source data, we would welcome one PDF/Excel-file per figure for this informat ion. These files
will be linked online as supplementary "Source Data" files. 

**Submission of a paper that does not conform to Life Science Alliance guidelines will delay the
acceptance of your manuscript .** 

**It  is Life Science Alliance policy that if requested, original data images must be made available to
the editors. Failure to provide original images upon request will result  in unavoidable delays in
publicat ion. Please ensure that you have access to all original data images prior to final
submission.** 

**The license to publish form must be signed before your manuscript  can be sent to product ion. A
link to the electronic license to publish form will be sent to the corresponding author only. Please
take a moment to check your funder requirements.** 

**Reviews, decision let ters, and point-by-point  responses associated with peer-review at  Life
Science Alliance will be published online, alongside the manuscript . If you do want to opt out of
having the reviewer reports and your point-by-point  responses displayed, please let  us know
immediately.** 

Thank you for your at tent ion to these final processing requirements. Please revise and format the
manuscript  and upload materials within 5 days. 

Thank you for this interest ing contribut ion, we look forward to publishing your paper in Life Science
Alliance. 

Sincerely, 

Shachi Bhatt , Ph.D. 
Execut ive Editor 
Life Science Alliance 
ht tps://www.lsajournal.org/ 
Tweet @SciBhatt  @LSAjournal 



------------------------------------------------------------------------------ 



April 7, 20212nd Revision - Editorial Decision

April 7, 2021 

RE: Life Science Alliance Manuscript  #LSA-2020-00949-TRR 

Prof. John A. Corbett  
Medical College of Wisconsin 
Biochemistry 
8701 Watertown Plank Rd 
Milwaukee, WI 53226 

Dear Dr. Corbett , 

Thank you for submit t ing your Research Art icle ent it led "Single-cell RNA-sequencing of mouse
islets exposed to proinflammatory cytokines". It  is a pleasure to let  you know that your manuscript
is now accepted for publicat ion in Life Science Alliance. Congratulat ions on this interest ing work. 

The final published version of your manuscript  will be deposited by us to PubMed Central upon
online publicat ion. 

Your manuscript  will now progress through copyedit ing and proofing. It  is journal policy that authors
provide original data upon request. 

Reviews, decision let ters, and point-by-point  responses associated with peer-review at  Life Science
Alliance will be published online, alongside the manuscript . If you do want to opt out of having the
reviewer reports and your point-by-point  responses displayed, please let  us know immediately. 

***IMPORTANT: If you will be unreachable at  any t ime, please provide us with the email address of
an alternate author. Failure to respond to rout ine queries may lead to unavoidable delays in
publicat ion.*** 

Scheduling details will be available from our product ion department. You will receive proofs short ly
before the publicat ion date. Only essent ial correct ions can be made at  the proof stage so if there
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