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Check "Instructions for Authors"

Submission Process

The article submission process is comprised of four main steps divided into tabs:

1
2.
3.

4

Files: Upload manuscript and related material (cover letter, response to reviewers, figures, supporting information, etc).

Manuscript Information: Enter required information related to your manuscript.

Validate: GEMS will convert most files to a PDF. Preview converted files to venify conversion was successful. If you have a file that should not/cannot convert to PDF, please upload
that file as Dynamic Content.

Submit: Fix any required information. Click “Submit Manuscript” when ready.

Each of the above sections consists of multiple parts, described below. Any entered information will be saved each time a new tab is clicked or whenever the "Save and Continue" button is
clicked. Each step 1s listed below.

1. Files

* Upload Files: A single pdf that includes all of the manuscript elements is acceptable. Alternately, you can choose to browse your computer's files to find and upload vour
manuscript files. After completing this section, vour files will be converted to a merged PDF for the Editor, AE, and reviewers.
* Cover Letter: A Cover Letter 1s required for submission. This letter should introduce the editor to vour research and convey any additional information you think will assist
with the review of vour submission.
* Related Papers: If the reference list includes any papers which have not formally published ("in press," "in prep." "submitted.” or "under review"), please upload copies of
these papers as Response to Reviewer documents. Copies of these papers will be helpful to the reviewers.
* Revised submission: If submitting a revised manuseript, vour article file must meet the following requirements:
= Pyblication ready files: Publication-ready article files are limited to Word documents (.docx is preferred) or LaTeX files (.tex). Figures must be uploaded as
separate files in eps, tiff, pdf, or jpg.
® No comment boxes or tracked changes. If you would like to upload an additional article file with changes marked. please upload it as a "Response to Reviewer" file.
m The Article title page should contain the paper title, authors™ names and affiliations, and corresponding author’s email address.
m In-text citations that conform to AGU style (see “References™ in the Author Guide). We cannot accept numbered in-text citations.
n AGU only permits footnotes indicating author affiliations, auxiliary material, or table notes. All other footnotes must be incorporated into the text or removed.
® LaTeX Instructions
m LaTeX file should be in draft format and mnclude line numbers. Please use the AGU template to compile your LaTeX files.
m Please do not use your own macros, newcommands, def commands, or renewcommands. These shortcuts are not compatible with our publication process.
m Please do not use color packages.
m Please do not use subfigure or psfrag packages.

If your LaleX file does not conform to the above requirements, your submission will be sent back to you to correct.

* Remove Files: Remove erroneously uploaded files.

* Replace Files: Replace previously uploaded files.

® File Type: Choose the appropriate file type for each object uploaded such as cover letter, response to reviewers, article file, figure file, supporting information, etc.
¢ File Description: Supporting information requires a description. Enter a description if prompted.

® File Order: Reorder uploaded files. Upon completion, check the box to verify yvou approve of the order of the files.

2. Manuscript Information



Check them again...if you have the energy

From the AGU Grammar and Style Guide (page 16 of 28)

Not acceptable (but do not fix figures)
1. Double final consonants before endings (inflections); use the shorter form in text if both forms are

given in the dictionary:
equaled not equalled (but controlling)
focuses, biaszes not focuszes, biasses
focuszed, biazed not focuszzed, biazzed
pluzes not plusses
modeling not modelling
2. Suffixes "-ment" and "-able"; use the shorter form 1n text if both forms are given in the dictionary:
judgment not judgzement
acknowledgment not acknowledgement

z1zable not sizeable (but noticeable)
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Submit the paper

exactly as described in "Instructions for Authors"

The article submission process is comprised of four main steps divided into tabs:

1. Files: Upload manuscript and related material (cover letter, response to reviewers, figures,
supporting information, etc).

2. Manuscript Information: Enter required information related to your manuscript.

3. Validate: GEMS will convert most files to a PDF. Preview converted files to verify conversion was
successful. If you have a file that should not/cannot convert to PDF, please upload that file as

Dynamic Content.
4. Submit: Fix any required information. Click " Submit Manuscript” when ready.

Each of the above sections consists of multiple parts, described below. Any entered information will
be saved each time a new tab is clicked or whenever the "Save and Continue” button is clicked. Each

step is listed below.
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Submit the paper

Step 1 - Files

single pdf that includes all of the manuscript elements is acceptable.

sttt vou can choose to browse your computer's files to find and upload your
manuscript ﬁles After completing this section, vour files will be converted to a merged
F gtor, AE. and reviewers.

. Emeer Letter: &) Cover Letter 15 requiréd for submission. This letter should introduce

st our research and convey any additional information yvou think will assist

with th& review of vour submission.

¢ Related Papers: If the reference list includes any papers which have not formally
published ("in press.” "in prep.” "submitted.” or "under review"), please upload copies of
these papers as Response to Beviewer documents. Copies of these papers will be helpful
to the reviewers.
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Traditional cover letters include:

Journal's name, editor's name
Manuscript title, authors' names

Statement that the data are unpublished and are not
being submitted elsewhere

Statement that all authors have approved the submitted
version

Corresponding author's contact information



Cover letters can also include:

A short summary of the major findings
Suggested reviewers

Excluded reviewers (give reasons)

Info about previous disclosure (abstracts)
A description of related papers

Notes about commercial ties, conflicts of interest
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Submit the paper

Step 1 - Files

1. Files

* Upload Files: A single pdf that includes all of the manuscript elements is acceptable.
Alternately, vou can choose to browse yvour computer's files to find and upload your
manuscript files. After completing this section, vour files will be converted to a merged
PDF for the Editor, AE. and reviewers.

® Cover Letter: A Cover Letter 15 requiréd for submission. This letter should introduce
the editor to vour research and convey any additional information vou think will assist

af vour submission.

. Related Papers ' the reference list includes any papers which have not formally
had==rrrpress.” "in prep.” "submitted.” or "under review"”), please upload copies of
these papers as Response to Reviewer documents. Copies of these papers will be helpful
to the reviewers.
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Submit the paper

Step 2 — Manuscript info

2. Manuscript Information

act: Enter title, running title, and abstract, which all have word or character limits.
ch GEMS for the account of each contributing author or enter each contributing author’s institution and contact

e Please note, groups of people are not allowed to be entered as contributing authors. You may recognize groups or teams
in the Acknowledgments section of your manuscript.

* Keywords, Index Terms: Enter keywords and index terms of the manuscript. To see AGU index terms, click "Display List”

* Special Section: In order for vour manuscript to be considered for a special section, from the "Keywords, Categories, and Special
Section” tab, select the appropriate active Special Section. If vou do not see the special section vou are looking for, note the special
section in the Manuscript Comment box and email the journal staff.

* Subsets and Subject Areas: Subsets are production codes and Subject Areas allow vour manuscript to be paired with the most
appropriate Associate Editor and reviewers.

* Detailed Information: Eead dual publication policy.

¢ Journal Spe::lﬁc Infnrmatmn Indicate wheﬂler or not you hame suppﬂmng mformatmn (online supplements) and if the current

conflicts of interest with an editor.
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Suggesting reviewers

Scientists active in your field
Check your paper's reference list

Excluding reviewers

Give a reason

In really tricky cases

Suggest a competitor
Ask for input before submission
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Submit the paper

Steps 3 and 4, validate and submit

3. Validate

» Approve Files: Validate uploaded and converted files. You may upload an identical PDF
of the article text and all figures to speed the conversion process.
« Approve Manuscript: Review all information submitted.

4. Submit: If the manuscript is ready for submission, you will have the option to click "Approve
Submission.” Otherwise, it will ask that you fix your submission to fulfill all of the submission
requirements.
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Editorial office staff

Chief editor
Makes final decisions (accept/reject)
Subject editor
Selects referees, evaluates their opinions,
advises Chief editor about manuscripts
Managing editor
Handles paperwork
Copy editor
Edits language, imposes journal style
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At the editorial office

What to expect

The manuscript submission and peer review processes usually consist of the following steps:

7 Staff contacts the author with the deC|S|on
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Reviewer 1 Reviewer 2
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Resubmitting a paper

Follow all instructions in Editor's decision letter!
Also check "Instructions for Authors"

e Revised submission: If submitting a revised manuscript, your article file must meet the

following requirements:
= Publication ready files: Publication-ready article files are limited to Word

documents (. docx is preferred) or LaTeX files ( tex) Figures must be

and correspondlng author’s email address.

= In-text citations that conform to AGU style (see “Reference}s” in the Author Guide).
We cannot accept numbered in-text citations.

s AGU only permits footnotes indicating author affiliations, auxiliary material, or table
notes. All other footnotes must be incorporated into the text or removed.
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Handling proofs

You will receive:

File with your laid-out article
Queries from copy editor

and possibly also:

Copyright transfer documents
Order forms for reprints
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REVIEW ARTICLE
B-arrestins — scaffolds and signalling elements
essential for WNT/Frizzled signalling pathways?

Gunnar Schulte’, Alexandra Schambony® and Vitézslav Bryja®®

Section of Receptor Biology & Signaling, Departmuent of Fiysiology & Fharmacology, mmm Institutet, 5tockholm, Sweden,
*Dewvelopmental Blology Unit, Bology Department, University of Erlangen: *nstitute

Expertmental Biology, Faculty of Sclence, Masaryk University, Bmo, Czech Republic, M‘mem ofc)'mhnnts, Institute
[Fa]

of Biophysics, Academy of Sclences of the Czech Republlc, Bmo, Ciech Republic

B-arresting were orlginally identified as negative regulators of G protein-coupled receptor signalling. Recent studies have
revealed that B-arrestins serve as Intracellular scaffolds and signalling Intermediates. Thelr diverse functions In Intracellular
signalling pathways provide mechanisms for achleving signal spectficity and that might be attacked for phamacological
Intervention. Hers, we summarize the Importance of B-arrestin function for wingless (From Drosophila) and the oncogens ing-T
(WMT)/Frizzled {FZD) signalling. WHMTs are secreted lipoglycoprotelns that act through the seven transmembrane-spanning
receptors of the FZD family. It recently became evident that f-amrestins are required for cellular communication by means of
WMTs and FZDs both In cellular systems and in wivo. Although the overall Importance of arrestin for WNT/FZD signalling
remiains obscure, Interaction with the central phosphoprotein Dishevelled and the endocytic machinery Implicates B-arestin
as a determinant of WNT signalling spectficity, a mediator of WNT/FZD desensitization and a regulator of signalling compart-
mentation.

Buitish journal of Pharmacology (2000) 1, ss—ss; doi: 10,1111/} 1476-5381.2000.00486.x

Keywords: Dishevelled; RYK; ROR; B-catenin; canonical sgnalling: non-canonical slgnalling; endocytosls; desensitization;
Intemnalization; casein kinase

Abbreviations:  AP-2, adaptor protsn—z, CE, nomrergm: extenshon; CK, casein kinase; DAAM, dishevelled-assoclated activa-
tor of morp DSH, Dy D d; OVL, DI I?Du Frizzled,y; GPCR, G
protein-coupled recep‘t:r GRE2, G protein-couplad rmpmrldnueZ,GSK] glycogen gynthase kinase 3; |NE,
UM M-terminal kinase; MAPE, mitogen-activated protein kinase; MO, morpholinos; PCP, planar cell pnlam;r
RAC-1, RHO, CDC42, RHO-lke GTPases; RAP1, RAS-related protein 1, RAS proximate; ROR2, receptor tyrosine
kinase ROR2; RYEK, mceptor tyrosine kinase RYK; TCF/LEF, T-cell factor/lymphold enhancer factor; WNT,
wingless (from Drosophilr) and the oncogene int-1; XDSH, Xenopus Dishevelled

Introduction (GREZ), with which they regulate the sgmmmmen-
sitization and internalization of

[rarrestins wete orginally identified as negative tagularors of eﬂdmmadamﬂndepmmxﬂm[merd

G proteln-coupled recepross (GPCR) mediating recepror  1996). In subsequent yeaﬂ a general mechanism evolved
d i, m and recycling vniuimmanyMt oowld explain both short-tetm and
(Dewite etal, 2007). The wo boforms of the family, on as well as 0 phenom-

Prarrestin-1 and 2 (also mefersed to as arrestin-2 and 3), are EﬂﬂEDe‘lﬂfeRll 2007). In brief, agonist sdmuladon of a
highty homologouws o the aresdns (arrestin- 1 and 4) in the  GPCR resules in recepros phosphorylation not only by serina
wisual system thar in the o of  theonine kinases, such as GEKZ, but also by, for example,
thodopsin, CAMP- of Ca**-dependent protein kinases (PEs). The phospho-
[B-arrestins were discovered in the late 19805 (Benovic et al,  fylaved receptor serves as a docking site for cyrosolic
1987; Lohse etal, 1990) as cofactors of GPCR kinase 2 P-amesdn, which is therefore recruited to the membrane
(Figuse 1). Binding of f-amestin to the feceptos Inciices a
Comaspondanca: Gurrar Schuks, Sacion of Recsptor Blclogy B Sgralrg, w{gﬂpnmz‘ﬂm“:ﬂﬂmmm[ hetal, 1ﬁ?ﬂm’bmu

Departmant of Physicloqy B Pharmacology, karslimks Intkutat, S171 77
Stockhalm, Swockr: E-mall: gurrarschutto®h 5o imveraction with clathrin and several adapror protelns, such as

Racsivad 19 hAng 2009 ravised 14 |uly 2009; accaptad 21 |uly 2009 adaptor provein-2 (AP-E), the fatrestin-receptor complex is
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AUTHOR QUERY FORM

Dear Author,
Dwring the preparation of your manuseript for publication, the questions listed below have arizen. Flease attend to
‘these matters and return this form with your proof,

Many thanks for your assistance.,
Query BRemark
References
ql WILEY-BLACKWELL: Flease confirm that the received, revised and
accepted dates are correct.
q2 AUTHOR: Please check and confirm that the authors and their
affiliations are corfect.
q3 AUTHOR: By *. . . specifity and that might be . . ", do you mean
‘.. . specifity and might be .. .'? or *. .. specifity that might be ..."?
q4 AUTHOR: Is this the correct full form of WNT: wingless (from
Drosaphiia) and the oncogene int- 17 Please change if this is incorrect.
q5 AUTHOR: Is RHO-like GTPases the definition for RAC-1, RHO and

CDC427 If not, please provide the full forms of RAC-1, RHO, CDC42
and even GTPases in the Abbreviations section, at first mention of
the terms in the Summary and in the text, and even in the legends
of the figures where they have been mentioned. Please arrange them
in alphabetical order in the Abbreviations section.

Q6 AUTHOR: In subsequent years . . . ph This sentence has
been reworded for clarity. Please check and confirm it is correct.

q7 AUTHOR: Should ‘cAMP' be written out in full? If so, please define
it

q8 AUTHOR: Should ‘B-arrestin-receptor complex’ be changed to
‘B-artestin-receptor complex'?

q9 AUTHOR: Should ‘c-5RC' be written out in full? If so, please define
it.

qlo AUTHOR: Should ‘NOTCH' be written out in full? If so, please
define it.

qll AUTHOR: By *WNTs are secreted glycolipoproteins . . ., do you
mean “WNTs are secreted lipoglycoproteins . . "7

qlz AUTHOR: Please check this website address/URL and confirm that it
is correct. (Please note that it is the responsibility of the author(s) to
ensure that all URLs given in this are correct and useable.)

qla AUTHOR: Please note that all instances of the abbreviation ‘GSK3p’
have been changed to ‘GSK3'. Please confirm that this is correct.

ql4 AUTHOR: A breakthrough . . . FZD,-GFP. Please indicate if the year

for citation Chen et al. (2003) in this sentence should be 2003a or
2003b.
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been reworded for clarity. Please check and confirm it is correct.
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receptors of the FZD family. It recently became evident that B-amestins are required for cellular communication by means of
WHTs and FZDs both In cellular systems and in vivo. Although the overall Importance of arrestin for WNT/FZD signalling
remains obscure, Interaction with the central phosphoprotein Dishevelled and the endocytic machinery Implicates B-arrestin
a5 a determinant of WNT signalling specificity, a mediator of WNT/FZD desensitization and a regulator of dgnalling compart-

mentatken.

Sritish journal of Pharmacology (2009) 1, se—ss: doi:10.1111/j.1476-5381.2000.00466 x

Keywords: Dishevelled; RYE; ROR: B-catenin; cancnical signalling: non-canonical signalling; endocytosls; desensitization;

internalization; casein kinase
Abbreviationa:

AP-2, adaptor protein-2; CE, comvergent extension; CE, casein knase; DAAM1, dishevelled-assoclated activa-

tor of morphogenesis 1; DSH, Drosophila Dishevelled; DVL, Dishevelled; FZD, 4, Frizzed,. GPCR, G
protein-coupled receptor; GRE2, G protein-coupled receptor kinase 2; G5K3, glycogen synthase kinase 3; |ME,
c{ UM M-terminal kinase; MAPE, mitogen-activated protein kinase; MO, morpholinos; PCP, planar cell polarity;
RAC-1, RHO, CDC42, RHO-lke GTPasas: RAP1, RAS-relatad protein 1, RAS praximates; RORZ, receptor tyrosine
kinase ROR2; RYE, receptor tyrosine kinase RYK; TCRLEF, T-cell factorlymphold enhancer factor; WHT,
wingless (from Drosophils) and the oncogene int-1; XDSH, Xenopus Dishevelled

Introduction

frarrestins were orginally identified as negative regulators of
G protetn-oodpled receptofs (GPCR) mediatng feceptor
desensitization, imernalization, degradadon and secycling
(Dewine e al, 2007). The two Boforms of the family,
framestin-1 and 2 (also fefersed to as afeestin-2 and 3), are
highty homologows o the armestns (arrestin-1 and 4) in the
visual system thar participate tn the desensidzadon of
rhodopsin.

p-artestins wepe discoverad in the late 196805 (Benowvic af al.,
1967; Lohse etal, 1990) as cofactoss of GPCR kinase 2

Comaspondance: Gurmar Schuks, SecHon of Receptor Blology & Sigralrg,
Deparmant of Physiclogqy & Phamacology, Karclineka Imtkubet, 5171 77
Stockholm, Sweden E-mal: gurrar.schulie®l.se

Racaivad 19 Way 2009 ravised 14 [uly 2009; accaptad 21 July 2009

(GREZ), with which they regulate the agonist-induced desen-
sitizathon and intemnalization of f-adrenergic feceptods to
endosomes in a clathAdn-dependent manner (Goodman et al.,
1996). In subsequent years, a general mechanism evolved
valid for many GPCRs that could explain bovh shost-tetm and
long-tetim desensidzation as well as sesensitzation phenom-
ena (Dewire of al, 2007). In brief, agondst sdmiilaton of a
GPCR fesiilts in mecepbod phosphorylation not only by serine/
thieonine kinases, such as GEE2, but also by, for example,
CAMP- o Ca'*-dependent protein kinases (PEs). The phospho-
rylated receptor setves as a docking site bor Cyrosolic
p-arrestdn, which 15 therefore mechiited o the membrane
(Figiise 1). Binding of Patrestin to the fecepedd indiices a
high-affndty ternary complex consisting of the agonist-bound
mecepbof and f-armesdn (Gurevich o al., 1997). Thiough disect
tnteraction with clathein and several adapeor proeelns, such as

adaptor protein-2 (AP-Z), the Bratrestin-receptor complex is

(1]
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Handling proofs

"Please return your corrections within 48 hours"
Extensive changes are not allowed

prthignitank wikvadite ithtiea aimte by dpameat
We%éa%%tut person's feelings




Handling proofs

Answer all queries from copy editor
Correct any errors you find
Check especially:
figure orientation
values and spacing in tables
correctness of cross-references in text
symbols, formulas, non-standard characters



THAT'S ALL FOR NOW...

Thanks for listening!
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