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How to Write a Peer Review (PLOS Peer Review Center) &Y

MNXEEDEIIBEITARAENEEHEICES
[TIGAARETILZALY,

Don't  womi-slHBEET ZBEEFHL,

Recommend additional experiments or unnecessary elements that are out of
scope for the study or for the journal criteria.

Tell the authors exactly how to revise their manuscript—you don't need to do

their work for them.

Use the review to promote your own research or hypotheses.

Focus on typos and grammar. If the manuscript needs significant editing for
language and writing quality, just mention this in your comments.

Submit your review without proofreading it and checking everything one more
time.

https://plos.org/resource/how-to-write-a-peer-review/



L > \1|><

— XA LERBII Y R— F I Ay,

T —RAD BIEFRBIE T R— b 7m0,

ZDTZOHIT3

O

EERCHITHORETTH 5,

T — XA BIERBIZ TR — XN,
BELRL, FwmDLHY D3N THh B,



BRESR—NTHDIZESLTLRYLLS
LS EHRRELAEL, HBVIZIREL T
BTHNBEFZOILERTET 5.

SARNLERBRZRET D553, HHZH
RLT,. ZEERDOHIELTIRET 5




AT LDBEES



WED:

/

E nJL 75\

~
Ly !

Loz )—DE
KABRTE

BV AT LDMBRER
/ nJL1§$E7f)\9 \ /ﬂm’é{i‘iﬁﬁb’c\ ﬁg;/utho?_qgjé\
FEZ | Lo || DOOIE
'l‘tL/L\O)(:~ 1= gl%%‘ff:o)tﬂ: ;}J%I\JL/TL\fd:
ETIEPoTS || SfHYIYSE D T g
?I’LAJ ! AJC oS
\ % /
Bt




]_:EEI:IH'E

AL PATOY Bl POk

ttacl!r-n:lmmc '.'er_l.' Large Ii:lﬁm;lc:
In Chile, che Mulkti Lnit Spectao
srople Explorer IMUSL) alliws
researchers to probe the maost
diztant galaxies, IW's a popular
|nsd et for Bs et obsery g,
sessbon, from Ootober to April
scientists have appliled for more

Ll 00 uurs of bsedvatlonm tme, That's
wprodalen, Even though ir's dubived o cosmic
time machine, not even MUSL can squesze
570 mighes of work Byo st seven monthe.
Thie EurnpeanSouther n Ohservatory [ESOH,

whichrums the Chile telescope, usually asks

Journals and funders are trying to boost the effectiveness eSS X FAperLs S0 klEkEhe Wyl
ﬂf&}rstﬁmﬁ [|‘[‘|der gtmi,n, B\fﬂaﬂd b posils. Bt as fhe mumber of fegeests his

scxirel, so has dhe Bonen on The scientsis
asked tograde them.
“The lemad wis shimgdy anbesralide” says




B DIRIK

27.7%

@ 0~4fF @ 091
@ 5~9i% @ 10~29%
@ 10~294 © 30~491%
O 30~49# O 50~99¢4
50~ 794 100~199%
1 EFEELT1IEFEMICITOSMYES: K2 1FEBICFITRZEFREOHEL
H#H (VEYaryblo2ehovhb) EBE¥T7 45— D,

EBRE¥7 v y— b (2009410 B kb, EEEG
TR E 47 (BUER).

@ 25RLIA

@ 285/ LI E~
AR

4BsfLl £~
BEFRE A

O ei5mELLE~
LB S

O 1085/l

3  1HomMXESCH T DFIRRE
FREST I — b &0,

l%_
i
40
#
i
RE
I}
Cr
ot

SEocE] Eit, 20214, 16E & Y51



HEFHOTK

KE BIE=ZFL BEFOEGEIFEL ., 20214, 19.37EKY5IA



KEDERER

160 150
140
120

133
118 118 117
112 107 o 111 111

100 g3 83

80

60 o4 49 48 49

41 45 4 43 47 40 44

40 32

0

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021

m ESRIES W B 5




1FTHEGEST NEH
¢ IIIJLI:IIL.\' g \b\ﬁﬁigﬁtbfll—ﬁﬂ'»%%j—é
WX DEEA
. %0) FX NG EEICTIETRENBETIC
‘fiEELT_%EE:L\@%'\’!iﬂ@——i’ﬂIE’EB
e VEDDHEH-YDIEHEGEBHZC
s FTNEEEEBMNIEMITHELTLSEZE X
e« X=AXBXC
¢« RIZ.A=3.B=2,.C=3&9 3L X=18,7%5,
d ;hb\ﬁmu'd_’\%ﬁﬂ

30
= 20
2 10
o| ™ N Bf& (?iﬁ) =1.61 (g_“iiéﬂtb% 1.29)
1 2 3 4 5 (7RO A EERFEEE 2B E)
BT EE A <2004fF~2018fE>



IREDEZHGH VAT LDREIRER
BHELPHAEICHNALTETILNS

~—y

. EREDH IJODEEEEH:(IELé&Ei%’I‘E@Eﬂﬁ) BN EOC

« MREEELODRR(KIFLVEEE2HMLY) avka—iL
o BE|ER (Major RevisionlLHEH ?)

7°p\7°'Jghﬂ—
DEDEBEZENT 2O ANEHZERLELTULNS N—DEFH

e NHEBEETITOI-MEDRENGEHIEM I

VDR DEFAEIZKDIHXDIETT i
o FERIXAINGRTTFIA—DEEMN? R<EEEZE

BEFDEE, BEEEDH S BEIAVNDES

Review CommonsZ: &

BFOAVCOBERIEIC [ Fma b8 (7Y
tIhSn=320ET)




Established in 2012

Ground-breaking science, selected
by experts, published without delay,
open for greater influence

* Acollaboration between world-class funders and the research
community to improve research communication

« An editorial process that reduces revision cycles and accelerates the
publication of new findings

« An open-access journal for highly influential work, from basic to
translational, applied, and clinical research

« A showcase for innovation in the presentation and assessment of
research

« Aplatform to maximize the reach and influence of new research and to
advance the careers of researchers

EDITOR-IN-CHIEF

supportedby  HIHMI wellcometrust

HOWARD HUGHES MEDICAL INSTITUTE

Randy Schekman
Editor-in-Chief



eLifedHPDEFHEIOEX

TR PPN s~ 2T = |
 TAR—BAISAYIVYNT -3 |
YIA—LTHRLTHE #W28) |

I TRHEEE or HI T B)
ol BB
= SGTHEEDEZA T HIC e | &
Ao Ak BLREBIH (2 BLA EFHIAVE
1£500-1000 CTEBH0) EER
words LA pra—
_ - SATNLEHRIAV
o
BINEER \
EThRIR R BazoL7xcU—aXEk
*FeHT, 100%a
XY EERE
ZRor il T s 4

FERLTESEBICRESXT
[CLEa—A7TF482—H
3| By

KE BIBEZEZEBO BHEROFGEIFEL#. 20214, 478 XYS5IH



Decision letter

Noboru Mizushima
Reviewing Editor; The University of Tokyo, Japan

David Ron
Senior Editor; University of Cambridge, United Kingdom

Noboru Mizushima
Reviewer; The University of Tokyo, Japan

Boyi Gan

Reviewer; The University of Texas MD Anderson Cancer Center, United States

In the interests of transparency, eLife publishes the most substantive revision

requests and the accompanying author responses.

Acceptance summary:

This paper shows that deletion of STK11 (also known as LKB1) in adult mice

induces compensatory activation of autophagy to promote tissue homeostasis and

animal survival. These results are contradictory to our expectation that

STK11/LKB1 should inhibit autophagy as STK11/LKB1 is known to activate AMP-
activated protein kinase (AMPK), a positive regulator of autophagy. Thus, this study
provides important insights into the role of STK11/LKB1 in physiological settings in

vivo, especially in terms of autophagy regulation.
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https://elifesciences.org/articles/62377#sal



Decision letter after peer review:

Thank you for submitting your article "Autophagy Compensates for Lkb1 Loss to
Maintain Adult Mice Homeostasis and Survival" for consideration by eLife. Your
article has been reviewed by three peer reviewers, including Noboru Mizushima

as the Reviewing Editor and Reviewer #1, and the evaluation has been overseen by
David Ron as the Senior Editor. The following individual involved in review of
your submission has agreed to reveal their identity: Boyi Gan (Reviewer #2).

The reviewers have discussed the reviews with one another and the Reviewing
Editor has drafted this decision to help you prepare a revised submission.

Summary:

This study shows that, if LKB1 is conditionally deleted in adult mice, autophagy is
upregulated. This could be a compensatory mechanism because the lifespan of
Lkb1 KO mice is shortened by additional KO of ATG7 (from 6 to 4 weeks). The
authors further demonstrate that the intestinal barrier function is impaired after
acute deletion of LKB1. This phenotype can also be partially rescued by autophagy
through inhibition of p53 induction. Overall, this is an interesting and solid mouse
genetic study, which significantly expands our understanding of LKB1 and
autophagy in regulating tissue homeostasis and animal survival in vivo. One
particular novel aspect of the study is that, while it is believed that LKB1 KO should
inhibit autophagy by inactivating AMPK, this study showed convincingly that, in
response to Lkb1 deficiency in vivo, autophagy is actually activated to promote
tissue homeostasis and animal survival. This study, therefore, highlights the critical

need to conduct rigorous in vivo genetic studies to study Hitgsk#elifesciences.org/articles/62377#sal



Revisions [or this paper:

1) How Lkb1 deletion leads to autophagy activation in vivo remains unclear. The
authors mentioned that, besides LKB1, other AMPE kinases, such as CaMEKZ and
TAK can phosphorylate AMPK to activate autophagy. However, it seems unlikely
that Lkb1 deletion would even increase AMPK phosphorylation in vivo (based on
their observation that autophagy is increased upon Lkb1 deletion in vive). In
Figure 1B, authors need to check phosphor-AMPK and AMPK in various tissues of
Lkb1 WT and KO mice.

2) Related to the above comment, one of the key messages in this study is that the
Lkb1-AMPK-mTORC1 axis may not be critical in autophagy regulation. However,
the acriviry of both AMPK and mTORC1 is not monitored in this study. The authors
show that acurte depletion of Lkb1 reduced the levels of amino acids and other
major metabolites. Amino acid deliciency is expected w inactivate mTORCI in an
AMPE-independent manner, leading to autophagy induction. Therelore, it is
important to determine whether mTORC1 is inhibited in Lkb1, ATG7, and double
KO mice. If the activity of neither AMPK nor mTORCT is changed, it is possible rhat
the increased autophagy ohserved in various tissues of Lkh1 KO mice more likely
reflects a systemic adaptive response tw the metabolic collapse. Obviously, it will be
challenging ro formally resr rhis hyporhesis, bur the aurhors should ar least discuss
this or other porential mechanisms which underlie increased aurophagy
phenotype in Lkbh1 KO mice.

3) The aurhors conclude rhar aurophagy is activared in Lkb1 KO mice solely based
on the HCQ rreatment experiments (Figure 1D). As this is one of the critical poinrs
in this study, autophagy induction should be conflirmed by other methods, such as
by checking phosphorylation of ULK1-8757 (PMID; 212583G7) and ATGI1GL1-8278
(PMID: 31768061).

1) Despite the marked disruption of the intestinal barrier in the Lkb1-delicient
mice (Tigure 3T), a thorough study on epithelial cell death was missing. In addition
ta caspase-3 (Figure 3F), Tunel assay and other types of cell death should be
evaluared. Also, the authors need to check whether p53 KO rescued the increased

cleaved caspase-3 staining in triple KO mice. https://elifescien
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Revisions expected in follow-up work:

While the elevation in autophagy extended the lifespan of Lkb1-KO mice, it failed
to restore their homeostasis and survival. Also, although p53-deficiency improved
the symptoms imposed by Atg/~deficiency, it did not ameliorate any defects caused
by Lkb1-deficiency alone. Thus, it is important to understand the autophagy-
independent pathway impaired by LKB1 loss and how it contributes to the
dysfunctions caused by LKB1 deficiency. Although the authors could address these

issues in the future, at least discuss these autophagy-independent roles of Lkb1 in
more depth in this study.

FFERPDHELL
FTheEL. D
MMX CIEBER
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minor commentslZ A TLVELY

[Editors' note: further revisions were suggested prior to acceptance, as described <
below.]

Thank you for resubmitting your work entitled "Autophagy Compensates for Lkb1
Loss to Maintain Adult Mice Homeostasis and Survival" for further consideration
by eLife. Your revised article has been evaluated by David Ron as the Senior Editor
and a Reviewing Editor.

The manuscript has been improved but there are some remaining issues that need
to be addressed before acceptance, as outlined below:

The authors monitor the level of ATG12-ATGS5 as an indicator of autophagic activity.
However, ATG12-ATGS5 is not degraded by autophagy and is not generally
considered as an autophagy indicator. To avoid confusing readers, the authors may

consider removing the data in Figure 1G and the corresponding text. )
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2 Public review (22E8)
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-Essential Revision(&§&T

i)
BEBFEHDOOAAN(SE)

Dear Dr Mizushima,

Thank you for submitting your article "A pulse-chasable reporter processing assay for mammalian autophagic flux with HaloTag" for
consideration by eLife. Your article has been reviewed by 3 peer reviewers, and the evaluation has been overseen by a Reviewing
Editor and Vivek Malhotra as the Senior Editor. The following individual involved in the review of your submission has agreed to
reveal their identity: Sharon Tooze (Reviewer #3).

The reviewers have discussed their reviews with one another, and the Reviewing Editor has drafted this to help you prepare a
revised submission.

Essential Revisions (for the authors):

1) Modify the text to address reviewer3's comment "However, | am not entirely convinced of the overall benefits of employing this
system if there exists a battery of well-characterized stable cell lines with tandem fluorescence tagged ATG8s. The main benefit
would come from tagging cargo which would make the assay independent of the ATG8s (such as the authors have done with Halo-
ER markers)."

2) reviewer 1 "Does this assay can be used to measure autophagy influx in vivo? Authors may want to discuss this possibility in the
discussion.”

3)Line 188, Figure 2E: In order to convincingly conclude that there are no autolysosomes, can Fig 2e (especially the Baf treatment)
be conducted using LAMP staining since the structures could represent autolysosomes that have lost their pH and therefore are not
stained by lysotracker.

4) Figure 3G: There is a major band at approximately 37 kDa which also has in-gel fluorescence. Does this band represent free
GFP oris it fluorescence from a cleavage product of the HaloTag construct? In addition, is the product localised to mitochondria or
the cytosol (can be tested by crude mitochondrial isolation)? Western blotting with the GFP antibody would help clarify the identity
of the species while gel fluorescence without TMR ligand could also be used. This is an important point to address because it could
influence the interpretation of fluorescent signals observed via imaging.

eLife's editorial process also produces an assessment by peers designed to be posted alongside a preprint for the benefit of
readers.

Public Evaluation Summary:
This paper will be of interest to researchers in the autophagy field. It provides a useful tool to accurately measure autophagy flux,

providing a useful alternative to the existing assay. The key claims of the manuscript are well supported by the data, and the
approaches used are thoughtful and rigorous.

Reviewer #1 (Public Review):

In this manuscript, authors found Halo tag become resistant to lysosome degradation upon ligand binding, using this unique
property, they developed a highly sensitive assay to monitor the autophagy flux. Measuring autophagy flux is one of the most
important assays for studying autophagy, there are a few widely used assays to monitor the autophagy flux, such as p62
degradation, and LC3 processing, however, each of them has its own limitation, which is well known in the field. In this regard, this
assay provides a simple, straight forward and sensitive assay for measuring autophagy flux, which | personally think is very likely it
will be widely used by the autophagy community. This is a well-controlled, rigorous study and the manuscript is clearly written.

Reviewer #1 (Recommendations for the authors):

| only have a few minor suggestions.




B EAFDIREZLINNZS

_ o CNMNoDAE
“NETDTIA Publish, Review, and Curate (PRC) model

Bira <k DT NE(TLTIUR)

\

\

INES BHEIZKHFTMm
ﬂn)b%:)‘/l‘{l}ﬁﬁ
(O¥—FILIZED

NESECB AR i)

Implementing a “publish, then review” model of publishing. eLife. 2020;9, e64910.X&Y
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New Results
Isolation of an archaeon at the prokaryote-eukaryote interface

= Hiroyuki Imachi, “2' Masaru K. Nobu, =) Nozomi Nakahara, “=' Yuki Morono, Miyuki Ogawara,

Takashi Yamaguchi, Yoichi Kamagata, Hideyuki Tamaki, Ken Takai

doi: https://doi.org/10.1101/726976 Posted: August 08, 2019

Yoshihiro Takaki, "=/ Yoshinori Takano, Katsuyuki Uematsu, {2 Tetsuro lkuta, 2 Motoo lto,Yohei Matsui,
Masayuki Miyazaki, Kazuyoshi Murata,Yumi Saito, Sanae Sakai, Chihong Song, Eiji Tasumi.Yuko Yamanaka,

https://www.biorxiv.org/content/10.1101/726976v2
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Article Published: January 15, 2020
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Inside elLife

eLife’s New Model: Changing the way you
share your research

From next year, elife is eliminating accept/reject decisions after peer review, instead focusing on public
reviews and assessments of preprints.

36,385 views - Oct 20, 2022 @ @ B v 6 O

VERSION
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AUTHOR
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3 PUBLICATION
7 PEER REVIEW

1 SUBMISSION

https://elifesciences.org/inside-elife/54d63486/elife-s-new-model-changing-the-way-you-share-your-research



Syntaxin 17 recruitment to mature
autophagosomes is temporally regulated by
PI4P accumulation

Saori Shinoda, Yuji Sakai, Takahide Matsui, Masaaki Uematsy, Ikuke Koyama-Honda, jun-ichi Sakamaki, Hayashi
Yamamoto, Mobore Mizushima S

Departmant of Biochemisiry and Mobscuwlar Eu:lluq.y, Graduated Schoo! of Medicine, The Urswersity of Tooyo Tukyn.j.apan s Faculty
of Life Sciences, Kyate Sangyo Univeraity. Kyote, Japan - Department of Biosysterns Science, Instrtute For Life and Medical Sciences.
Kyt Liniversicy, Kyora, fJapan .. s 3 more

hitpssdouarg MO VSEA el ife 021002 3 :"-_Eil
Full text Figures and data Peer review
Abstract
Abstract

During macroantophagy, cytoplasmic constituents are engalfed by
autophagosomes, Lysosomes fuse with closed autophagossmes but not with
unclosed intermediane struoetures. This i achieved in pare by the late recrulmment
of the autophagosomal SNARE syntaxin 17 (STX17} to mature sutophagosomes.
Howeven, how STX17 recognizes autophagosame maturation is not known, Heee,

eLile suspstmeni

LIRIAR hlF m ]y

Flesuliz we show that this temporally regulated recraiiment ol STX1T depends on the
pogivvely charged C-rerminal reglon of STX17. Conslstent with this finding, maoire
Bisgusson autophagosomes are more negatively charged compared with unclosed
inrermediate struciures. This electrostaric mamration of autophagosomes is likely
Paterials and driven by the accumulation of phosphatidylinositol 4-phosphate (P14P) in the
Mt aurophagosomal membrane. Accordingly, dephosphoryiation of autophagosomal

FI4P prevents the assocition al STX1T to autophagosomes. Furthermore,
melecular dynamics simulations support PHAP-dependent membrane insertion of
the ransmembrane hellces of STX17. Based on these Andings, we propose o maodel
Inwhich 5TX17 recruioment to mature awtophagosomes is temparally regulated by
# PI&P-driven change in the surfaee charge of autophagosomes.

Aglho Consributans

Eompoting Interest

" 4

Reviewed Preprint
Revised by authors sTher peer regise

Ahout elife's process

# Download 9 Cire

=2 Share
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Reviewed preprint version 2
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Reviswed preprint veriion 1
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Posted to preprint server
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Sent for peer raview
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Metrics

eLife assessment

This paper addresses a fundamental isiue in the field of autophagy: how
iz a proteln responsiile for autephagosome-lysosome fusion recralted o
mature sutophagnzomes hut nat immature ones? The work succeeds in

Its ambidon to provide a new conceprual advance. The evidence
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Editars

Reviewer #1

Reviewer #2

Reviewer #3

Author Response

Full text Figures and data Peer review

Reviewer #1 (Public Review):

In this manuseript, the authors report a molecular mechanism for recruiting
syntaxin 17 (Syn17) to the closed autophagosomes through the charge interaction
between enriched PI4P and the C-terminal region of Syn17. How to precisely
control the location and conformation of proteins is critical for maintaining
autophagic flux. Particularly, the recruitment of Syn17 to autophagosomes
remains unclear. In this paper, the author describes a simple lipid-protein
interaction model beyond previous studies focusing on protein-protein
interactions. This represents conceptual advances.

https://doi.org/10.7554/eLife.92189.2.582

Reviewer #2 (Public Review):

Summary:

Syntaxinl7 (STX17) is a SNARE protein that is recruited to mature (i.e., closed)
autophagosomes, but not to immature (i.e., unclosed) ones, and mediates the
autophagosome-lysosome fusion. How STX17 recognizes the mature
autophagosome is an unresolved interesting question in the autophagy field.
Shinoda and colleagues set out to answer this question by focusing on the C-
terminal domain of STX17 and found that PI4P is a strong candidate that causes
the STX17 recruitment to the autophagosome.

Strengths:

The main findings are: 1) Rich positive charges in the C-terminal domain of STX17
are sufficient for the recruitment to the mature autophagosome; 2) Fluorescence
charge sensors of different strengths suggest that autophagic membranes have
negative charges and the charge increases as they mature; 3) Among a battery of
fluorescence biosensors, only PI4P-binding biosensors distribute to the mature
autophagosome; 4) STX17 bound to isolated autophagosomes is released by
treatment with Sacl phosphatase: 5) By dynamic molecular simulation, STX17 TM
is shown to be inserted to a membrane containing PI4P but not to a membrane
without it. These results indicate that PIAP is a strong candidate that STX17 hinds
to in the autophagosome.

Weaknesses:

« It was not answered whether PI4P is crucial for the STX17 recruitment in cells
because manipulation of the PI4P content in autophagic membranes was not
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Pioneering journal eLife faces major
test after loss of impact factor

The open-access title’s bold publishing model has bought long-bubbling

conflicts to the fore.

By Diana Kwon




https://www.nature.com/articles/d41586-024-04199-z
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We've just announced that more than 100 funders and institutions combined continue to
consider eLife papers when evaluating research contributions - regardless of our Impact
Factor loss last year.
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“Publish first, curate second”

PLoS Biol 17: e3000116 (2019). https://doi.org/10.1371/journal.pbio.3000116



Publish, Review, Curate: eLife, F1000, BioPhysics
Colab and more

Organisations are also bringing these elements together and offering end-
to-end Publish, Review, Curate experiences for authors.

eLife’s model is one example of a PRC-approach to publishing that still
provides all the things authors need from a journal. Authors whose work
is reviewed by eLife will then have their Reviewed Preprint published — a
citable, DOId article that includes public reviews and an eLife Assessment
that many funders accept for evaluation as part of research and
researcher assessment. In 2023, BioPhysics Colab were the first group to
adopt a version of eLife’s approach to PRC and later this year MetaROR is
set to launch a two-year pilot for a PRC model for metaresearch.

Data- and software-focused life science journal, Gigabyte, offers a “release
then review” model of publishing. The Peer Community In family of
journals focuses on recommendations and published evaluations of
preprints. And as mentioned earlier, the F1000 and Open Research Europe
(ORE) publishing models offer PRC without preprmtmg

https://elifesciences.org/inside-elife/dc24a9cd/open-science-what-is-publish-review-
curate?utm_source=newsletter&utm_medium=email&utm_campaign=eLife_News_Dec2024
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