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Abstract
Amylin & a pancreatic fLcall harmona hat acts as a satiafing signal o infibit food intake by binding to amylin recaptors (AMYs)
and activating a spadfic neuronal population in the area postrema (AP). AMYs are that include a cald receptor

(CTR) subunit [CTR isoform a or b (CTRa or CTRb)] and 2 member of the racepior adivity-modifying proteins (RAMPs). Hera,
wa usad singla-cell quantitative polymerasa chain reaction to assess a-exprassion of AMY subunits in AP neurons from rats that
were injected with amylin or vehice. Because amylin inferacts synagistically with the adipokine leptin to reduce body weight, we
also assessad he co-exprassion of AMY and the leptn receptor isoform b (LepRb) in amylin-adivated AP naurons. Single cails
wara eollactad from Wistar rats and from fransgenic Fos-GFP rats that express green fluarescent protein {GFP) under he contral
of the Fos promoter. We found that the mANAs of CTRa, RAMP1, RAMP2 and RAMP3 were all co-sxpressad in single AP neu-
rons. Moreover, most of the CTRa+ calls co-exprassed more than one of the RAMPs. Amylin down-ragulated RAMP1 and
RAMP3 but not CTR mRNAs in AMY+ neurons, suggesting a possible nagatve feadback mechanism of amyiin at fts own primary
receplars. Interestingly, armyfin up—legulahad RAMP2 mANA. We also found tat a high parcentage of single cells that co-

P P ofa <P LapRb mRANA. Thus, angle AP cells expressad both AMY and LapRb,
which formad a lation of first-orde maulansthal can be directly actvated by amyiin and, al lsast in part, also by
leptin.

Intreduction

Amykin, also known as idet amyloid polypeptide, is co-screted i not yet fully understood. I sia hybridization stidies that mapped
with insulin by pancreatic freelk in respome 10 nutdent stimuli the localzation of CTRab and RAMPs sugredad that only CTRais
(Lutz, 2010). Amylin reduces food intale and body weight (Lotz present in the AP of todents { Usda er ol 2001; Barth er of | 2004).
et al., 2001; Roth et d, 2012) and may also sct o an adipasity sig- Three members of the RAMP family have been identified
nal © control em_yg; expenditure (Wielinga er af, 2007; Zhang {McLaichie er al, 1998; Sexwon ef al, 2001): RAMP1, RAMFP2 and

e al, 2011} lin acts centrally © control the energy  RAMPS. They s sssociated in the endoplsmic reticulim and are
balance by pei neurcns of the area postrema (APY, & codrafficked 0 the cell susface in order to form siable complexes
circumveninculr organ localed in e hindbrain (Riediger e al, tat 2t & chapersnes o form different receptors with selective
2001, 200d; Lutz, 2009; Potes & Tutz, 2010; Potes or of |, 2012} ligand specificity. The dimerizaion of RAMPL, RAMP2 and

A fnctional amylin receptor {AMY) sesults from a begrodimer  RAMP3 with CTRa generates AMY,, AMY, and AMY;, respec-

of #e calcitonin receptor {CTR) with one member of the necepior tively (Bailey ef al, 2 lexander a1 al., 2013
activity-modifying protein (RAMPs) (Cheswpoulos e ol 19990 The presence (ftTR and RAMPs has been shown in different
The rai CTR exists in two different isofomes, CTRa and CTRb, but bozin areas (Sexion er al., 1994; Chrisopouks er al., 1995; Sko-
the exact functional relevance of action mediated by either isofarm fitsch et al, 1995, Becskel ef al, 2004; Micthcki-Bame ef al

2013). However, nome of tese au teated the co-kcalization o

e AMY at the single-cell level which i necessary i
Correspondence: (hebmen Newser Bonke, 23 dbave. audy the physiological relevance of CTR and RAMPs in vave.
E-auail. bole@vesghyuh ek
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According to the UZH Open Science Policy, all researchers are obliged to make a full

text of their work freely available on ZORA, provided this is legally permitted. So
always supplement your submission with a full text.
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How do | get accepted manuscripts?

In many submission systems at publishers (Ex:
Elsevier, SpringerNature, Taylor & Francis,
Wiley, etc.) the accepted manuscript is stored.

Find out how to download the accepted
manuscript yourself with the Direct2ZAAM (Open
Access Button) guide.
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Direct2AAM: Helping Authors Find Author

Accepted Manuscripts

To make it easier for authors to self-archive simply, quickly, and
correctly, we've created Direct2AAM, a set of guides to turn the
often unsuccessful hunt for author accepted manuscripts (AAM)
into a simple set of instructions that'll always bring results. The
guides, available for most major journals, provide easy to follow
instructions for authors to obtain an Author Accepted Manuscript
from their journal submission system, where the AAM is stored
during the publishing process.

View

Download a PDF

Contribute

Share you're using it

and see our version explainer for authors.

Direct2ZAAM: How tos
8 Helping Authors Find
AAMs

Background

To make it easier for authors to self-archive simply, quickly, and correctly we've
produced guides to turn the too often unsuccessful hunt for Author Accepted
Manuscripts into a simple set of instructions that should always bring results.
Read maore in our release blog post

In these guides

The guides, available for most major joumnals, provide simple to follow instructions
for authors to obtain an Author Accepted Manuscript from their Journal
Submission System, where the AAM is stored during the publishing process. There
are guides for the following systems and publishers:

ScholarOne: TEF, CUFR, Emerald.
eJournalPress: Nature et al.

Editorial Manager: Elsevier, SpringerNature,
BenchPress [ TBC]

Evise & EEM [ TBC ]

- )

Generic

In each you can find details about the submission system, instructions for authors
using the systems, and when these do and don't work
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Instructions for creating PDF/A files for long-term archiving from a

Microsoft file (Word, PowerPoint)

1. Save your document and select "*.pdf" for "File type".
2. Under "Options" activate the checkbox PDF/A-1a:2005

£ I S OTLEEUILL L LEME VLT WLl LIOLTISL L I

.fE-; System (1) notes21 D4F3 12.01.2017 17:04 Dateiordner

(] [tata fD"J bl ' I | '

Dateiname: EI'IEF'tiEI"tESMEHLIISkFiFIt.FIij

Dateityp: | PDF files (*.pdf]

[¥] Ergebnis anzeigen [7] PDF schiitzen

“«  Ordner ausblenden l Opticnen ] Speichern | l Abbrechen

11.12.2025

3 . Confirm with "OK" and save your document.

PDF-Optionen

Dokumentinformationen konvertieren
PDF/A-1a: 2005-+kompatible Datei erstellen
Zugriff und Umflieffen durch Erstellen von Adobe PDF mit Tags aktivieren

Lesezeichen erstellen
Word-Uberschriften in Lesezeichen konvertieren
|| Word-5tile in Lesezeichen konvertieren

[~ word-L esezeichen konvertieren
|:| Kommentare konvertieren
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Notes on creating PDF/A files for long-term archiving with an Open
Office file

1. Open the "Export" dialog via the "File"/"Export as PDF" menu. In the "General" tab, select the "PDF/A-1a"
option.

2. Select the "Export Bookmarks" option.

In the "Initial Display" tab select the option "Bookmark window and page". Click on "Export" to close the
"Options" dialog. Save the file.

X
Allgemein |Anfangsdarstellung| Benutzeroberfiiche] Verknipfungen! Sicherheit|
Bereich
F Alle
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* Auswahl :
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Bilder I
Format fur Ubermittiung- [FOF i
" Verlustfrel= Komprimierung l'_r” UIj_ I e -
* IPEGK g Coppeite Feldnamen eriouber
skt S0% ¥ Lessreichen exportieren
=z ™ Kommentare exportieren
I Grafikauflésung reduzieren | BRI L] % Automatisch eingefiigte Leerselten sxportieren
e T PDF-Dokument nach Export anzeigen
I Mit Wasserzeichen versehen
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