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1st Editorial Decision March 26, 2021

March 26,2021
Re: Life Science Alliance manuscript #LSA-2021-01038

Dr. Yoon Pin Lim

National University of Singapore

5 Science Drive 2, Blk MD4, Level 3, Singapore 117545
Singapore 117545

Singapore

Dear Dr. Lim,

Thank you for submitting your manuscript entitled "WBP2 inhibits microRNA biogenesis via
interaction with the microprocessor complex” to Life Science Alliance. The manuscript was
assessed by expert reviewers, whose comments are appended to this letter.

We apologize for this unusual and extended delay in getting back to you. As you will note from the
reviewers' comments below, the reviewers are interested in these findings, but have also raised a
number of significant questions that should be addressed prior to further consideration of the
manuscript at LSA. We would, thus, encourage you to submit a revised version of the manuscript
that addresses all of the reviewers' points.

To upload the revised version of your manuscript, please log in to your account:
https://lIsa.msubmit.net/cgi-bin/main.plex

You will be guided to complete the submission of your revised manuscript and to fill in all necessary
information. 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 attend to the below editorial points to help
expedite the publication of your manuscript. Please direct any editorial questions to the journal
office.

The typical timeframe 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 submitting the revision, please include a letter addressing the reviewers' comments point by
point.

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

Thank you for this interesting contribution to Life Science Alliance. We are looking forward to
receiving your revised manuscript.

Sincerely,



Shachi Bhatt, Ph.D.

Executive Editor

Life Science Alliance

https//www Isajournal.org/

Tweet @SciBhatt @LSAjournal

Interested in an editorial career? EMBO Solutions is hiring a Scientific Editor to join the international
Life Science Alliance team. Find out more here -

https//www.embo.org/documents/jobs/VVacancy Notice_Scientific_editor_LSA.pdf

A. THESE ITEMS ARE REQUIRED FOR REVISIONS
-- A letter addressing the reviewers' comments point by point.
-- An editable version of the final text (DOC or . DOCX) is needed for copyediting (no PDFs).

-- High-resolution figure, supplementary figure and video files uploaded as individual files: See our
detailed guidelines for preparing your production-ready images, https//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 conjunction with the titles of
papers, hence should be informative and complementary to the title and running title. It should
describe the context and significance of the findings for a general readership; it should be written in
the present tense and refer to the work in the third person. Author names should not be mentioned.

B. MANUSCRIPT ORGANIZATION AND FORMATTING:

Full guidelines are available on our Instructions for Authors page, https://www life-science-
alliance.org/authors

We encourage our authors to provide original source data, particularly uncropped/-processed
electrophoretic 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 information. 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
publication. Please ensure that you have access to all original microscopy and blot data images
before submitting your revision ***

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

In this manuscript, Tabatabaeian and cols study the roles of the protein WWBP2 in the regulation of
the assembly and activity of the microprocessor activity in cancer cell lines. The authors show that
WBP2 limits the activity of the microprocessor complex affecting the processing of pri-miRNAS.
Changes in the localization of this protein affect its activity supporting its role in the nucleus. The



authors also perform co-IP experiments and find that WBP2 physically interact with this complex
and downregulates it activity.

Given that miRNAs are central regulators of gene activity in normal development, tissue
homeostasis, as well as in cancer, we need to understand the molecular elements controlling
mMiRNA activity. This study is therefore of general interest.

The manuscript is well-written, structured, and presented. In general, the conclusions obtained are
well supported by the results. However, before the manuscript is ready for publication, the authors
shod address some concerns.

In Fig 6, the authors show how WBP2 manipulation affect the growth rate of cell over-expressing
and depleting DGRCS8. The authors should show in this set up the growth properties over-
expressing and downregulating WBP2 in that setup. This would allow to compare with the doble-
overexpression and double-KD condition and provide a better insight on whether the effect
observed in specific on that complex or is an additive effect due to independent growth regulatory
roles of this protein.

In line with that comment, WBP has been shown to control other signaling pathways that have
profound implications in cell proliferation and cancer. The results presented here do not prove that
the growth-related effects observe upon WBP2 manipulation are due to miRNA activity or might be
caused by a more general role in growth regulation. The authors should consider this as a possibility
that, in my view, should be mentioned in the discussion.

Minor comments:

Page 7:"DGCRS8, which is a key component of the microprocessor complex, was used as a positive
control." Iguess what the authors mean is that DGCR8-KD was used as a control. If that's the case,
please, correct it.

Page 8: "miR-19a and miR-19b were previously determined to be incapable of targeting WBP2,
while miR-23a had been proven to target WBP2, miR-205 was randomly selected.” Where has this
been shown? If it has been previously published, the authors should cite the corresponding source.

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

In their manuscript "WBP2 inhibits microRNA biogenesis via interaction with the microprocessor
complex” Tabatabaeian et al. have explored the importance of WBP2 protein the miRNA biogenesis
regulation in mammalian cancer and other cells to conclude a WBP2 mediated problem in
microprecessor complex assembly to cause a retarded pri-miRNA processing in presence of
WBP2.They have further showed the importance of WBP2-mediated regulation of miRNA
biogenesis in cancer cell growth. | have the following comments to be considered by the authors to
make this manuscript acceptable for publication in Life Science Alliance.

Major Comments:

1. The author used a luciferase activity measurement based reporter to assess the miRNA
processing event to score the changes throughout the study. It would be good to have Northern
Blot data to validate the results at least in couple of context defined in Figure 2E.

2. It would be good to know the effect that the WBP2 has on mature miRNA levels. Does WBP2
affect the mature and Ago-associated miRNA levels? This is important as majority of the WBP2



effect should be due to an ultimate reduction in miRNA formation in WBP2 over expression context
that supposed to affect the microprocessor mediated pri- to pre-miRNA conversion.

3.1t is not clear what molecular targets that are getting affected in WBP2 KD conditions to change
cancer cell growth described in Figure 6. The proliferative or senescent status change could be
measured to know what has happened with those cells. It would be essential to know the causative
role of pri-miRNA processing defect on cell growth. Do these two processes are coupled?

4. It would be good to know the domain of WBP2 that by interacting with DGCRS affect the
microprocessor complex assembly. A mutant version of WBP2 with truncation of DGCRS8 interacting
domain can be used to show how the WBP2 mediated cancer cell growth is related to its
interaction with DGCR8.

Minor comments:

It would be good to have more information in the legends of the figures to enable the readers to
understand the paper easily.

Reviewer #3 (Comments to the Authors (Required)):

The manuscript by Tabatabaeian et al describes the role of WBP2 in inhibiting the formation of
microprocessor complex thereby regulating the microRNA biogenesis. They show that the loss of
WBP2 leads to enhanced processing of microRNA pre-cursor transcripts and that over-expression
leads to abrogation of tumor-suppressive functions of microprocessor complex. The required
experiments have been performed to support their claim but further confirmations are required to
conclude the same.

Fig. 1 Aiand ii, western blot. The DGCR8 KD does not result in appreciable decrease of the DGCR8
protein level (i) but does in (i), though the assay was done in same (MCF7) cells. This could simply
be a different KD efficiency in different experiments, but what is concerning is that the decrease in
Luciferase activity seems to be affected by similar levels in i and ii. T his raises the question that if
the decreased Luciferase activity is dependent on DGCRS8 or is an artifact. Please clarify.

Fig. 2D, Could the authors also quantify specific mature microRNAs by tagman assays and show
that not only the pri-miRNA tarnscripts decrease but also the mature miRNAS.

Fig.4.The legend is wrong and refers to wrong panels. Please correct it. Reg, 4Biiand 4C, D, | have
a concern with regard to stoichiometry of the proteins when over expressed. Would forced over
expression of any given two proteins lead to their interaction? Here, Iwould like to see some un-
related protein over expressed and that there is no interaction with the unrelated protein and
microprocessor complex. Ideally, the authors could choose a cell line where WBP2 is sufficiently
expressed to be able to pull down and look for the microprocessor complex either by western blot or
even my Mass Spectrometry which could be more sensitive.

Page 12, second line is incomplete. | believe the authors wanted to write "similarly reduced the
luciferase activity"?

Supp. Fig. 3. It would be nice to know the interface or the domains involved in the interaction
between WBP2 and the components of the microprocessor complex and then by inhibiting the
interaction specifically, the biological significance of such interaction could be estimated. The
authors have tried to abrogate the interaction using mutations in PY motif, which unfortunately did



not yield the desired results. Here, | would like to suggest that crosslinking Mass-spectrometry could
potentially be used to narrow down to the broad patches/domains required for the interaction.

Discussion, 4th line, "we recently showed"
Last sentence, please tone down, it goes far beyond what this manuscript shows

Adding line numbers would be easy for reviewing.



1st Authors' Response to Reviewers April 8, 2021

Reviewer #1

In this manuscript, Tabatabaeian and cols study the roles of the protein WBP2 in the regulation
of the assembly and activity of the microprocessor activity in cancer cell lines. The authors show
that WBP2 limits the activity of the microprocessor complex affecting the processing of pri-
miRNASs. Changes in the localization of this protein affect its activity supporting its role in the
nucleus. The authors also perform co-IP experiments and find that WBP2 physically interact
with this complex and downregulates it activity.

Given that miRNAs are central regulators of gene activity in normal development, tissue
homeostasis, as well as in cancer, we need to understand the molecular elements controlling
miRNA activity. This study is therefore of general interest.

The manuscript is well-written, structured, and presented. In general, the conclusions obtained
are well supported by the results. However, before the manuscript is ready for publication, the
authors shod address some concerns.

1- In Fig 6, the authors show how WBP2 manipulation affect the growth rate of cell over-
expressing and depleting DGRCS8. The authors should show in this set up the growth properties
over-expressing and downregulating WBP2 in that setup. This would allow to compare with the
doble-overexpression and double-KD condition and provide a better insight on whether the effect
observed in specific on that complex or is an additive effect due to independent growth
regulatory roles of this protein.

Response 1: Thank you for this important comment. We added the data on the effect of WBP2
knockdown and overexpression on 3D proliferation growth of MCF-7 and T47D cells (Fig. 6H
& ). Briefly, DGCR8 KD resulted in increased 3D growth, while WBP2 KD decreased,
specifically in T47D cells. DGCR8/WBP2 double-KD abolished the DGCR8 depletion-mediated
cell growth. The consistent results were obtained from the overexpression panel, where DGCR8
overexpression decreased the 3D growth — opposite of WBP2 overexpression. Co-
overexpression of WBP2 and DGCRS rescued the inhibitory effect of DGCR8 overexpression.
These data suggest that WBP2 could negatively affect the DGCR8 tumor-suppressive function.
The text has been modified accordingly on page 12, lines 199-210.

2- In line with that comment, WBP has been shown to control other signaling pathways that have
profound implications in cell proliferation and cancer. The results presented here do not prove
that the growth-related effects observe upon WBP2 manipulation are due to miRNA activity or
might be caused by a more general role in growth regulation. The authors should consider this as
a possibility that, in my view, should be mentioned in the discussion.

Response 2: Thank you for this comment. We have taken this possibility into account by adding
a paragraph into the discussion section (page 15, lines 279 to 285).



3- Page 7: "DGCRS8, which is a key component of the microprocessor complex, was used as a
positive control." | guess what the authors mean is that DGCR8-KD was used as a control. If
that's the case, please, correct it.

Response 3: Thank you for the comment. As you mentioned, we knocked DGCR8 down to use
it as a positive control to show the credibility of the assay we performed to assess the
microprocessor complex activity. The sentence has been revised for better clarity (page 6, line
64).

4- Page 8: "miR-19a and miR-19b were previously determined to be incapable of targeting
WBP2, while miR-23a had been proven to target WBP2, miR-205 was randomly selected.”
Where has this been shown? If it has been previously published, the authors should cite the
corresponding source.

Response 4: Thank you for the comment. The related reference has been added accordingly.
Please refer to page 7, line 96



Reviewer #2

In their manuscript "WBP2 inhibits microRNA biogenesis via interaction with the
microprocessor complex" Tabatabaeian et al. have explored the importance of WBP2 protein the
miRNA biogenesis regulation in mammalian cancer and other cells to conclude a WBP2
mediated problem in microprocessor complex assembly to cause a retarded pri-miRNA
processing in presence of WBP2. They have further showed the importance of WBP2-mediated
regulation of miRNA biogenesis in cancer cell growth. | have the following comments to be
considered by the authors to make this manuscript acceptable for publication in Life Science
Alliance.

1. The author used a luciferase activity measurement-based reporter to assess the miRNA
processing event to score the changes throughout the study. It would be good to have Northern
Blot data to validate the results at least in couple of context defined in Figure 2E.

Response 1: Thank you for the comment you raised. We do agree that more assays would have
been better to validate the luciferase activity measurement-based reporter to assess the miRNA
processing event. That is why we had used another methodology based on qPCR technique to re-
assess the authenticity of the results. In this method, we designed primers for pre-miRNA/pri-
miRNA and extracted pri-miRNA and pre-miRNA-containing RNA subpopulations and
performed gPCR assay to measure the pre-miRNA/pri-miRNA ratio as a standard representative
of microprocessor complex activity. The methodology was explained in detail in Materials and
Methods file. As shown in Fig. 2D, the data were consistent with luciferase assay outcomes
showing that WBP2 negatively regulates the pri-miRNA processing. As there was no
contradiction between the two tests, we did not perform Northern blot. However, we have added
this suggestion in the discussion section to consider this important comment (Page 13, lines 225-
228).

2. It would be good to know the effect that the WBP2 has on mature miRNA levels. Does WBP2
affect the mature and Ago-associated miRNA levels? This is important as majority of the WBP2
effect should be due to an ultimate reduction in miRNA formation in the WBP2 overexpression
context that is supposed to affect the microprocessor mediated pri- to pre-miRNA conversion.

Response 2: Thank you for the excellent comment. We used the same RNA samples obtained
from the WBP2 KD/OE samples shown in Fig. 2D. Probing for the mature miRNAs, the gPCR
results consistently showed that WBP2 down-regulated the selected miRNAs upon
overexpression. Consistently, WBP2 depletion elevated the expression level of mature miRNAs.
These data strongly supported our findings that WBP2 negatively regulates the miRNA
biogenesis; thus, we have updated Fig. 2 and the new results are presented as Fig. 2E.

3. It is not clear what molecular targets that are getting affected in WBP2 KD conditions to
change cancer cell growth described in Figure 6. The proliferative or senescent status change
could be measured to know what has happened with those cells. It would be essential to know



the causative role of pri-miRNA processing defect on cell growth. Do these two processes are
coupled?

Response 3: We appreciate the concern raised by the reviewer. Since WBP2 has involvement in
a wide range of cell proliferation-related signaling pathways, e.g. EGFR, Wnt, PI3K/Akt and
Hippo, the observations demonstrating that WBP2 reverted the effect of DGCR8 on cell
proliferation do not directly prove that such effect is mediated by inhibiting the miRNA
processing. Thus, we explicated the possibilities to clarify the effect of WBP2 on the DGCR8-
related cell growth is likely to be due to a myriad of reasons including its effect on miRNA
processing, at least in part. This can be found on page 15, lines 279-285. On the other hand, and
as discussed in page 14, paragraph 3 to page 15, it may be not meaningful to dissect the role of
pri-miRNA processing in cancer growth. This is because due to the diverse range of functions of
DGCR8 and Drosha, the overall oncogenic or tumor-suppressive nature of microprocessor
complex in the context of breast cancer is likely to be a result of the summation of all the key
components being targeted, positively and negatively.

4. It would be good to know the domain of WBP2 that by interacting with DGCR8 affect the
microprocessor complex assembly. A mutant version of WBP2 with truncation of DGCRS8
interacting domain can be used to show how the WBP2 mediated cancer cell growth is related to
its interaction with DGCRS.

Response 4: Thank you for this suggestion. Unfortunately, our data only showed that the PPxY
motifs of WBP2, which are responsible for WBP2’s interactions, did not play any role to interact
with DGCRS8. The PPxY mutants also did not affect the microprocessor complex activity
significantly, as compared to the wild-type WBP2 (Supp. Fig.4). Further in-depth studies on
WBP2 and DGCR8 domains represent a substantial amount of work that we feel is more suitable
for a separate study to map the underlying domains responsible for the interaction between
WBP2 and DGCR8 and subsequent functional assays. However, we have included this good
suggestion in the discussion section. This can be found on page 15, line 286 to page 16, line 292.

5- It would be good to have more information in the legends of the figures to enable the readers
to understand the paper easily.

Response 5: Thank you for the comment. We have improved the legends by adding more
details.



Reviewer #3

The manuscript by Tabatabaeian et al describes the role of WBP2 in inhibiting the formation of
microprocessor complex thereby regulating the microRNA biogenesis. They show that the loss
of WBP2 leads to enhanced processing of microRNA pre-cursor transcripts and that over-
expression leads to abrogation of tumor-suppressive functions of microprocessor complex. The
required experiments have been performed to support their claim but further confirmations are
required to conclude the same.

1- Fig. 1 Ai and ii, western blot. The DGCR8 KD does not result in appreciable decrease of the
DGCRS protein level (i) but does in (ii), though the assay was done in same (MCF7) cells. This
could simply be a different KD efficiency in different experiments, but what is concerning is that
the decrease in Luciferase activity seems to be affected by similar levels in i and ii. This raises
the question that if the decreased Luciferase activity is dependent on DGCRS or is an artifact.
Please clarify.

Response 1: Thank you for the comment. As you mentioned, the reason for the different
silencing levels could be due to the efficiency of siRNA transfection in different experiments.
Using the same siRNA to repeat the microprocessor complex assay gave us around a 40-60%
decrease in protein expression although the extent of the pri-miRNA processing seemed to be
more consistently affected. Moreover, we used DGCR8 overexpression as the positive control in
the subsequent experiments that consistently showed the credibility of the assay we performed.
Considering all the results obtained from DGCR8 knockdown and overexpression, we concluded
that the construct we designed and used to assess the microprocessor complex activity worked
robustly, which responded to the KD and OE of DGCR8 in an expected manner. We have added
the explanation to the text to explain why DGCR8 KD was replaced by OE as the positive
control of microprocessor complex activity assay (page 6, lines 64-67).

2- Fig. 2D, Could the authors also quantify specific mature microRNAs by tagman assays and
show that not only the pri-miRNA tarnscripts decrease but also the mature miRNAs.

Response 2: Thank you for the excellent comment. We used the same RNA samples obtained
from the WBP2 KD/OE samples shown in Fig. 2D. Probing for the mature miRNAs, the gPCR
results consistently showed that WBP2 down-regulated the selected miRNAs upon
overexpression. Consistently, WBP2 depletion elevated the expression level of mature miRNAs.
These data strongly supported our findings showing that WBP2 negatively regulates the miRNA
biogenesis; thus, we have updated Fig. 2 and the new results are presented as Fig. 2E.

3- Fig. 4. The legend is wrong and refers to wrong panels. Please correct it. Reg, 4Bii and 4C, D,
I have a concern with regard to stoichiometry of the proteins when over expressed. Would forced
over expression of any given two proteins lead to their interaction? Here, | would like to see



some un-related protein over expressed and that there is no interaction with the unrelated protein
and microprocessor complex. Ideally, the authors could choose a cell line where WBP2 is
sufficiently expressed to be able to pull down and look for the microprocessor complex either by
western blot or even my Mass Spectrometry which could be more sensitive.

Response 3: Thank you for the comment. The legend has been revised accordingly.

As for the pull-down assays, the nuclear expression of WBP2 in the cell lines with higher
endogenous expression of this protein was still too low to perform immunoprecipitation
analyses. This is because the nuclear population of WBP2 represents only a very small fraction
of total WBP2.

Regarding the possibility that forced overexpression of any given two proteins could lead to their
interaction, our current data in Fig. 4Bii show that DDX17 did not co-precipitate with WBP2 in
MCF-7 even though its expression in nuclear is quite high. Moreover, Drosha or DDX17 pull-
down did not show any interaction with WBP2 in Fig. 4D. Considering these observations as the
internal controls, the current data suggest that the interactions observed are specific. Besides,
since the pull-down of both WBP2 and the reciprocal microprocessor complex components
resulted in similar results, and given the effect of WBP2 overexpression/knockdown on the
microprocessor complex assembly (Fig. 5), we concluded that the co-IP results were convincing.
We, however, have discussed using mass spectrometry to map the WBP2’s interactions with the
microprocessor complex at the endogenous level to further support the claims (Page 13, line 237
to page 14, line 241).

4- Page 12, second line is incomplete. | believe the authors wanted to write "similarly reduced
the luciferase activity"?

Response 4: Thank you for your attention. The sentence has been rectified.

5- Supp. Fig. 3. It would be nice to know the interface or the domains involved in the interaction
between WBP2 and the components of the microprocessor complex and then by inhibiting the
interaction specifically, the biological significance of such interaction could be estimated. The
authors have tried to abrogate the interaction using mutations in PY motif, which unfortunately
did not yield the desired results. Here, | would like to suggest that crosslinking Mass-
spectrometry could potentially be used to narrow down to the broad patches/domains required
for the interaction.

Response 5: Thank you for this valuable comment. Due to technical limitations, unfortunately,
we are unable to perform the suggested work. However, the authors agree that the proposed work
could pave the way towards a better understanding of the molecular interaction between the
WBP2 and the microprocessor complex. Thus, we have a discussion on this on page 15, line 286
to page 16, line 292.



6- Discussion, 4th line, "we recently showed"

Response 6: The grammatical error has been fixed.

7- Last sentence, please tone down, it goes far beyond what this manuscript shows.

Response 7: Thank you for this comment. The last sentence has been revised accordingly.

8- Adding line numbers would be easy for reviewing.

Response 8: The line numbers have been added to the main text body accordingly.



1st Revision - Editorial Decision May 19,2021

May 19,2021
RE: Life Science Alliance Manuscript #LSA-2021-01038R

Dr. Yoon Pin Lim

National University of Singapore

5 Science Drive 2, Blk MD4, Level 3, Singapore 117545
Singapore 117545

Dear Dr. Lim,

Thank you for submitting your revised manuscript entitled "WBP2 inhibits microRNA biogenesis via
interaction with the microprocessor complex”. We would be happy to publish your paper in Life
Science Alliance pending final revisions necessary to meet our formatting guidelines.

Along with the points listed below, please also attend to the following:

-please add ORCID ID for the corresponding author-you should have received instructions on how
to do so

-we encourage you to revise the figure legend for figure S1 as there is only one panel and it is not
necessary to be labeled (you may remove it from the actual figure, as well)

-we encourage you to revise the figure legends for figures 4 and 5 such that the figure panels are
introduced in alphabetical order (D is missing)

-please add your table legends to the main manuscript text after the figure legends

-there are callouts for figure 5A-D although the panels are not introduced in the actual figure
-please add callouts for Figures 5Ai, Bi, Ci, Di; S4A-C; S6A-D to your main manuscript text

-please provide higher resolution, higher quality images for blots shown in Figure S4B

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

To upload the final version of your manuscript, please log in to your account:
https://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
information. Please get in touch in case you do not know or remember your login name.

To avoid unnecessary delays in the acceptance and publication of your paper, please read the
following information carefully.

A. FINAL FILES:
These items are required for acceptance.
-- An editable version of the final text (DOC or .DOCX) is needed for copyediting (no PDFs).

-- High-resolution figure, supplementary figure and video files uploaded as individual files: See our
detailed guidelines for preparing your production-ready images, https//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 conjunction with the titles of
papers, hence should be informative and complementary to the title. It should describe the context
and significance of the findings for a general readership; it should be written in the present tense
and refer to the work in the third person. Author names should not be mentioned.

B. MANUSCRIPT ORGANIZATION AND FORMATTING:

Full guidelines are available on our Instructions for Authors page, https://www life-science-
alliance.org/authors

We encourage our authors to provide original source data, particularly uncropped/-processed
electrophoretic 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 information. 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
publication. 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 production. 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 letters, 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 attention to these final processing requirements. Please revise and format the
manuscript and upload materials within 7 days.

Thank you for this interesting contribution, we look forward to publishing your paper in Life Science
Alliance.

Sincerely,

Shachi Bhatt, Ph.D.

Executive Editor

Life Science Alliance

http//www Isajournal.org
Tweet @SciBhatt @LSAjournal



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

The authors have addressed all my concerns and the paper is now ready for publication.

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

The revised manuscript have now addressed my major criticism and now acceptable for publication

Reviewer #3 (Comments to the Authors (Required)):

First of all, Apologies for the delay. The authors have mostly addressed this reviewers questions
and could not perform one of the suggested experiment, which I think is ok, because of technical
difficulties. I have no further questions and in my opinion, the manuscript can now be accepted.



2"d Revision - Editorial Decision May 28,2021

May 28,2021
RE: Life Science Alliance Manuscript #LSA-2021-01038RR

Dr. Yoon Pin Lim

National University of Singapore

5 Science Drive 2, Blk MD4, Level 3, Singapore 117545
Singapore 117545

Singapore

Dear Dr. Lim,

Thank you for submitting your Research Article entitled "WBP2 inhibits microRNA biogenesis via
interaction with the microprocessor complex”. It is a pleasure to let you know that your manuscript
iIs now accepted for publication in Life Science Alliance. Congratulations on this interesting work.

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

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

Reviews, decision letters, 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 time, please provide us with the email address of
an alternate author. Failure to respond to routine queries may lead to unavoidable delays in
publication ***

Scheduling details will be available from our production department. You will receive proofs shortly
before the publication date. Only essential corrections can be made at the proof stage so if there
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