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MECHANISMS
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Abstract
Amylin & a pancreatic [Lcall harmona hat acts as a safiafing signal o inhibit food intake by binding to amylin recaptors (AMYs)
and activating a spadfic nauronal population in the area postrema (AP). AMYs are that include a cald receptor

(CTR) subunit [CTR isoform a or b (CTRa or CTRb)] and a member of the recepior adivity-modifying proteins (RAMPs). Hera,
wa usad singla-call quantitative polymarasa chain reaction to assess m-exprassion of AMY subunits in AP neurons from rats that
were injected with amylin or vehicie. Becauss amylin interacts synegistically with the adipokine laptin to reduce body weight, we
also assessed the co-exprassion of AMY and the lepfn receptor isoform b (LepRb) in amylin-adivated AP naurons. Single cells
wara collactad from Wistar rats and from ransgenic Fos-GFP rats that express green fluarescent protein (GFP) under ha contral
of the Fos promoter. We found that the mANAs of CTRa, RAMP1, RAMP2 and RAMP3 were all co-sxpressed in single AP neu-
rons. Morsover, most of the CTRa+ calls co-expressed more than one of the RAMPs. Amylin down-reguiated RAMP1 and
RAMP3 but not CTR mANAs in AMY+ neurons, suggesting a possible nagative feedback mechanism of amyiin at fts own primary
receplors. Interestingly, amyfin up-regulsted RAMP2 mANA. We also found that a high percentage of single cells that co-

P P ofa AMY LapRb mRANA. Thus, sngle AP cells expressad both AMY and LapRb,
which formad a ian of first-order neurons that can be directly actvated by amyiin and, a1 least in part, also by
leptin.

Intreduction

Amylin, also known as isdet amyloid polypeptide, is cosceied s not yet fully understood. I siiu hybridization studies that mapped
with insulin by pancreatic freelk in respome 10 nutdent stimuoli the localization of CTRab and RAMPs suggeded that only CTRais
(Lutz, 2010). Amylin reduces food intke and body welght (Lutz  present in the AP of rodems (Ueda er ol 3001; Barth ar al | 2004)
et al., 2001; Roth er d, 2012) and may also sct & an adipasity sig-  Three members of the RAMP family have been identified
nal w control uug; expenditure (Wielinga er al, 2007, Zhang (McLaichie er al, 1998; Sexion ef al, 2001): RAMP1, RAMFP2 and

et 2011). Circulating smylin acts centrally 1o control the energy ~ RAMP3. They ae sssocksted in the endophsmic reticulim and are
belance by primarily sctvatiog neurcns of the area postrema (AP), 3 codrafficked 1 the cell surface in order to form stsble complexes
circumveniriculr organ located in e hindbrain (Riediger e al, tat act & chapersnes o form different receplors with selective
2001, 2004; Lutz, 2009 Potes & Tuw, 2010; Potes er of , 2012). ligand specificity. The dimerizaion of RAMPL, RAMP2 and

A functional amylin receptor {AMY) resulis from a beerodimer  RAMP3 with CTRa penerates AMY,, AMY, and AMY;, respec-

of he calcitonin receptor {CTR) with one member of the necepior tively (Baley of al., 2012 Alexander et al., 2013
activity-modifying protein (RAMPs) (Cheswpoulos er ol 19990 The presence of CTR and RAMPs has been shown in different
The rai CTR exists in two different isofores, CTRa and CTRb, but bozin areas (Sexion er al., 1994; Chrisopouks er al., 1995; Sko-
the exact functional relevance of action medisted by either isofarm fitsch et al, 1995, Becskel ef al, 2004: Miethcki-Bame e al,
2013). However, e of these au teated the co-lecalization of
e AMY at the single-cell level, which i necessary in

Corvespondence: Chebiing Newser Bonle, a3 abaove. audy the physiological relevance of CTR and RAMPS in vave.
Eaal w«g«»s,r\;.-_p h
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Wie komme ich zu akzeptierten Manuskripten?

In vielen Einreichsystemen bei Verlagen
(Bsp: Elsevier, SpringerNature, Taylor & Francis,

Wiley, etc.) wird das akzeptierte Manuskript Accepted Manuscripts

gespeichert.
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
FI Nn de n Sle mit d er An I eltun g von D | reCtZAAM qguides, available for most major journals, provide easy to follow
. . instructions for authors to obtain an Author Accepted Manuscript
(O pe n ACCGSS B UttO n) h e raUS, W| e S | e daS from their journal submission system, where the AAM is stored
. . during the publishing process.
akzeptierte Manuskript selbst herunterladen o PRI
konnen.
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Background

pts into a simple set of instructi
Read mare in our release blog post

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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Hinweise zur Erstellung von PDF/A-Dateien fur die Langzeitarchivierung
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1. Speichern Sie Ihr Dokument und wahlen Sie bei «Dateityp» 3, Bestétigen Sie mit «OK» und speichern Sie

«*.pdf>. lhr Dokument.
2. Unter «Optionen» aktivieren Sie die Checkbox PDF/A-
1a:2005 PDF-Optionen
s s { UL LEWLEVLE UT.LL varcw e V| Dokumentinformationen konvertieren
& System (C) jinote DIES it Dot

PDF/A-1a: 2005-+kompatible Datei erstellen

Zugriff und Umflieffen durch Erstellen von Adobe PDF mit Tags aktivieren

—a Data (D) ] 5! | U] ¢

Dateiname:  akzeptiertesManuskript.pdf
Dateityp: | PDF files (*pdf) [¥] Lesezeichen erstellen

Word-Uberschriften in Lesezeichen konvertieren
|| Word-5tile in Lesezeichen konvertieren
b walpiotctes| JuSteicheme| (hlivesien " | word-Lesezeichen konvertieren

|:| Kommentare konvertieren

[¥] Ergebnis anzeigen [] PDF schiitzen

28.01.2022 Seite 4



1™\ Universitit
) Ziirich™

der Universitat Ziirich

Hinweise zur Erstellung von PDF/A-Dateien fur die Langzeitarchivierung
bei einer Open Office-Datel

1. Offnen Sie den «Export»-Dialog tUber das Menu «Datei»/«Exportieren als PDF». Im Tab «Allgemein» wéahlen
Sie die Option «PDF/A-lax».

2. Wahlen Sie die Option «Lesezeichen exportieren.
3. Im Tab «Anfangsdarstellung» wahlen Sie die Option

— «Lesezeichen-Fenster und Seite». Mit einem Klick auf «Exportieren» schliessen Sie den «Optionen»-Dialog.

Speichern Sie die Datei. :
x
Aligemein |anfangsdarsteliung| Benutzeroberfiéche] Varknipfungen! Sicherheit|
Bareich
= e feete OpenDokument-Catel
Pgamn
 Auswahl
F PDF =FOMmTHar :".{‘_!I'_;.'
Bilder Earmat fur Ubermitiuna (FOF
© Verlustirele Komprimierung SR |
 IPEG-Komprimierung r h.-::-.-:;;-.— dnamen erfaube
- WL asaneic Exportieren
SRR o= I Kommentare exportieren
" Grafkaufigsung reduzieren 300 CF1 ¥ | % utomatisch eingefligte Leerseiten exportieren
Wa ich ™ PDF-Dokument nach Export anzeigen

I Mit Wasserzeichen versehen

zelchens |

Exportieren |  Abbrechen Hilfe
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