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December 17, 20181st Editorial Decision

December 17, 2018 

RE: Life Science Alliance Manuscript  #LSA-2018-00282-T 

Prof. Takashi Saito 
RIKEN Center for Integrat ive Medical Sciences 
Laboratory for Cell Signaling 
1-7-22 Suehiro-cho Tsurumi-ku 
Yokohama, Kanagawa 230-0045 
Japan 

Dear Dr. Saito, 

Thank you for t ransferring your revised manuscript  ent it led "Reciprocal regulat ion of STING and
TCR signaling by mTORC1 for T cell act ivat ion and funct ions" to Life Science Alliance. Your work
was reviewed at  another journal twice before, and those reviewer reports were transferred to us
with your permission. 

One of the reviewers who re-reviewed your work elsewhere before was sat isfied with the revision
already performed, while another reviewer thought that  the work did not provide sufficient
mechanist ic insight, especially not into whether STING-mediated IFN product ion inhibits the mTOR
pathway via IFNAR. This lack of in-depth insight is not a concern for publicat ion here, and I would
therefore like to invite you to provide a final version of your manuscript . This revised version should
address the comments made by reviewer #3 on STING departure from the ER and on the effect  of
cell cycling on cGAMP abundance in the cytosol as well as the lack of mechanist ic insight
ment ioned above via text  changes. I think re-writ ing the text  slight ly will also help others to better
understand your findings. I would like to furthermore encourage a model figure as suggested by
reviewer #1, a better descript ion of rapamycin t reatments and effects (Figure S5A descript ion
seems not accurate of the effects shown), as well as an acknowledgment that the exact mTORC1
act ivity regulat ion (on/off in the same context) needs further invest igat ion. 

The following editorial points should get addressed in the final manuscript  version, too: 
- please make sure to enter all necessary informat ion in our submission system, including author
contribut ions, a running t it le, summary blurb, and subject  categories 
- please note that author TM is listed as one of the authors in your author contribut ion sect ion, but
is not present on the author list , while Takayuki Hoshi is not listed in the author contribut ion sect ion
- please note that Fig2E and SFig5B are not called out in the manuscript  text  
- please note that you ment ion Fig2F in your manuscript  text , but  the figure has no panel 'F' 
- please note that SFig5G is not ment ioned in the figure legend 
- please make sure that all corresponding authors link an ORCID iD to their profile in our system 

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. 

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 tp://life-science-
alliance.org/authorguide 

-- 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 tp://life-science-
alliance.org/authorguide 

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 this
transparent process, please let  us know immediately.** 

Thank you for your at tent ion to these final processing requirements. 

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



 

  

  

           December 26, 2018 

 

We are responding to your requests for the revision as follows as point-by-point responses.  

This revised version should address the comments made by reviewer #3 on STING departure from 

the ER  

We also analyzed whether cGAMP treatment may affect ER stress pathways because it has been 

shown that STING departure from ER causes ER stress that inhibits mTOR pathway. However, 

phosphorylation of PERK, IRE1 and eIF2, which represent ER stress transducers, was not 

altered by cGAMP treatment (Figure S5H), indicating that inhibition of mTOR was not induced 

by ER stress but by STING signals in T cells. We described in p12, line25-30 in the text, Fig. S5H 

as the figure. 

 

and on the effect of cell cycling on cGAMP abundance in the cytosol as well as the lack of 

mechanistic insight mentioned above via text changes.  

It is noted that sustained activation of IRF3 induced by cGAMP and TCR stimulation was 

observed as early as 15 hours after stimulation (Figure 3B) when T cell division was not yet 

induced, indicating that TCR-induced sustained phosphorylation of IRF3 is induced 

independently of cell division. We described in p10, line7-11 in the text. 

 

I would like to furthermore encourage a model figure as suggested by reviewer #1,  

Figure S7. Schematic model of STING pathways to induce growth inhibition and IFN-I responses 

in T cells. Costimulation of STING by cGAMP and TCR induces the growth inhibition by 

partially blocking the mTORC1 activation, and induces the sustained activation of IRF3 and the 

partial activation of mTORC1, leading to IFN-I production. This IFN-I also induces the growth 

inhibition without affecting mTORC1 signals. We described in p33, line32-p34, line4 in the text, 

Fig. S7 as the figure. 

 

a better description of rapamycin treatments and effects (Figure S5A description seems not 

accurate of the effects shown), 

It is noted that the inhibition of T cell growth by rapamycin treatment was similarly induced to the 

simultaneous treatment with both rapamycin and anti-IFNAR1 blocking Ab (Fig. S5A) because 



rapamycin treatment inhibited both mTORC1 activation and cGAMP-induced IFN-I production. 

We described in p13, line23-26 in the text. 

  

as well as an acknowledgment that the exact mTORC1 activity regulation (on/off in the same 

context) needs further investigation.  

Together, these findings indicate that activation of STING induces the partial inhibition of 

mTORC1 activation which is sufficient to inhibit T cell proliferation on the one hand whereas this 

partially remained activation of mTORC1 signals is critical for IFN-I production on the other 

hand (Fig. S6H). We described at p14, line24-28 in the text. 

 

The following editorial points should get addressed in the final manuscript version, too:  

- please make sure to enter all necessary information in our submission system, including author 

contributions, a running title, summary blurb, and subject categories. 

We added a running title, summary blurb and subject categories in the front page p3 in the text. 

 

- please note that author TM is listed as one of the authors in your author contribution section, 

but is not present on the author list, while Takayuki Hoshi is not listed in the author contribution 

section  

We corrected the authors both in the contribution section and author list in p20, line13 in the text. 

 

- please note that Fig2E and SFig5B are not called out in the manuscript text  

We corrected these figures Fig2E_p9, line9 and SFig5B_p12, line8 to be appeared in the text.  

 

- please note that you mention Fig2F in your manuscript text, but the figure has no panel 'F'  

Since there is no F, we deleted the description. 

 

- please note that SFig5G is not mentioned in the figure legend  

We added the figure legend for Fig.S5G and S5H in p32 in the text. 

 

- please make sure that all corresponding authors link an ORCID iD to their profile in our system 

We have linked ORCID iD. 

 

 



January 7, 20191st Revision - Editorial Decision

January 7, 2019 

RE: Life Science Alliance Manuscript  #LSA-2018-00282-TR 

Prof. Takashi Saito 
RIKEN Center for Integrat ive Medical Sciences 
Laboratory for Cell Signaling 
1-7-22 Suehiro-cho Tsurumi-ku 
Yokohama, Kanagawa 230-0045 
Japan 

Dear Dr. Saito, 

Thank you for submit t ing your Research Art icle ent it led "Reciprocal regulat ion of STING and TCR
signaling by mTORC1 for T cell act ivat ion and funct ion". I appreciate the introduced changes and
while future work will further dissect the mechanisms underlying your observat ions, it  is a pleasure
to let  you know that your present 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 this
transparent process, 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
are any minor final changes you wish to make to the manuscript , please let  the journal office know
now. 

DISTRIBUTION OF MATERIALS: 
Authors are required to distribute freely any materials used in experiments published in Life Science
Alliance. Authors are encouraged to deposit  materials used in their studies to the appropriate
repositories for distribut ion to researchers. 

You can contact  the journal office with any quest ions, contact@life-science-alliance.org 

Again, congratulat ions on a very nice paper. I hope you found the review process to be construct ive
and are pleased with how the manuscript  was handled editorially. We look forward to future excit ing



submissions from your lab. 

Sincerely, 

Andrea Leibfried, PhD 
Execut ive Editor 
Life Science Alliance 
Meyerhofstr. 1 
69117 Heidelberg, Germany 
t  +49 6221 8891 502 
e a.leibfried@life-science-alliance.org 
www.life-science-alliance.org 
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