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Rabbit Anti-Phospho-beta-Arrestin 1 (Ser412)
antibody

SL3048R
Product Name: Phospho-beta-Arrestin 1 (Serd12)
Chinese Name: HEERAEBHNEI | B 1K
Alias: beta Arrestin 1 (phospho S412); p-beta Arrestin 1 (phospho S412); ARB 1; ARB1; ARR
) 1; ARR1; ARRB 1; ARRBI1; Arrestin beta 1.
Organism Species: Rabbit
Clonality: Polyclonal
React Species: Human,Mouse,Rat,Cow,

'WB=1:500-2000ELISA=1:500-1000IHC-P=1:400-800IHC-F=1:400-8001F=1:100-
500 (Paraffin sections need antigen repair)

not yet tested in other applications.

optimal dilutions/concentrations should be determined by the end user.

Molecular weight: 45kDa

Applications:

Cellular localization: The nucleuscytoplasmicThe cell membrane
Form: Lyophilized or Liquid
Concentration: Img/ml
immunogen: KLH conjugated Synthe.sised. phosphopeptide derived from human beta-Arrestin 1

) around the phosphorylation site of Ser412:TG(p-S)PR
Lsotype: [eG
Purification: affinity purified by Protein A
Storage Buffer: 0.01M TBS(pH7.4) with 1% BSA, 0.03% Proclin300 and 50% Glycerol.

Store at -20 °C for one year. Avoid repeated freeze/thaw cycles. The lyophilized

Storage: antibody is stable at room temperature for at least one month and for greater than a year

when kept at -20°C. When reconstituted in sterile pH 7.4 0.01M PBS or diluent of
antibody the antibody is stable for at least two weeks at 2-4 °C.

PubMed: PubMed

Beta Arrestin 1 is a member of a family of proteins that are widely expressed but
especially abundant in the central nervous system. Serving as an adaptor or scaffold

Product Detail:



http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?dispmax=25&db=pubmed&cmd=search&term=Phospho-beta-Arrestin%201%20(Ser412)&doptcmdl=docsum

molecule, beta Arrestin 1 is essential for mitogenic signaling. It mediates agonist
dependent desensitization and internalization of G protein coupled receptors (GPCRs,
e.g., beta 2 adrenergic receptor). After binding to their ligand and interacting with
heterotrimeric G proteins, GPCRs are phosphorylated by G protein receptor kinases
(GRKS5s) on serine residues. Beta Arrestin 1 has important roles in the cytoplasm and at
the plasma membrane in the desensitization and internalization of G protein coupled
receptors (GPCRs) and is increasingly appreciated to play an important role in the
endocytosis and signaling of GPCRs. Beta Arrestin 1 in the cytosol is phosphorylated by
ERK1 and 2 on serine 412 in a negative feedback mechanism and binds to the
phosphorylated receptors at the plasma membrane. Serine 412 is then dephosphorylated
and the GPCRs are internalized, leading to activation of the Ras, Raf, ERK1 and 2
signaling pathway.

Function:

Functions in regulating agonist-mediated G-protein coupled receptor (GPCR) signaling
by mediating both receptor desensitization and resensitization processes. During
homologous desensitization, beta-arrestins bind to the GPRK-phosphorylated receptor
and sterically preclude its coupling to the cognate G-protein; the binding appears to
require additional receptor determinants exposed only in the active receptor
conformation. The beta-arrestins target many receptors for internalization by acting as
endocytic adapters (CLASPs, clathrin-associated sorting proteins) and recruiting the
GPRC:s to the adapter protein 2 complex 2 (AP-2) in clathrin-coated pits (CCPs).
However, the extent of beta-arrestin involvement appears to vary significantly
depending on the receptor, agonist and cell type. Internalized arrestin-receptor
complexes traffic to intracellular endosomes, where they remain uncoupled from G-
proteins. Two different modes of arrestin-mediated internalization occur. Class A
receptors, like ADRB2, OPRMI1, ENDRA, D1AR and ADRA1B dissociate from beta-
arrestin at or near the plasma membrane and undergo rapid recycling. Class B receptors,
like AVPR2, AGTRI1, NTSR1, TRHR and TACRI internalize as a complex with
arrestin and traffic with it to endosomal vesicles, presumably as desensitized receptors,
for extended periods of time. Receptor resensitization then requires that receptor-bound
arrestin is removed so that the receptor can be dephosphorylated and returned to the
plasma membrane. Involved in internalization of P2RY4 and UTP-stimulated
internalization of P2RY?2. Involved in phopshorylation-dependent internalization of
OPRDI1 ands subsequent recycling. Involved in the degradation of cAMP by recruiting
cAMP phosphodiesterases to ligand-activated receptors. Beta-arrestins function as
multivalent adapter proteins that can switch the GPCR from a G-protein signaling mode
that transmits short-lived signals from the plasma membrane via small molecule second
messengers and ion channels to a beta-arrestin signaling mode that transmits a distinct
set of signals that are initiated as the receptor internalizes and transits the intracellular
compartment. Acts as signaling scaffold for MAPK pathways such as MAPK1/3
(ERK1/2). ERK1/2 activated by the beta-arrestin scaffold is largely excluded from the
nucleus and confined to cytoplasmic locations such as endocytic vesicles, also called
beta-arrestin signalosomes. Recruits c-Src/SRC to ADRB2 resulting in ERK activation.
GPCRs for which the beta-arrestin-mediated signaling relies on both ARRBI1 and
ARRB2 (codependent regulation) include ADRB2, F2RL1 and PTHI1R. For some




GPCRs the beta-arrestin-mediated signaling relies on either ARRB1 or ARRB2 and is
inhibited by the other respective beta-arrestin form (reciprocal regulation). Inhibits
ERK1/2 signaling in AGTR1- and AVPR2-mediated activation (reciprocal regulation).
Is required for SP-stimulated endocytosis of NK1R and recruits ¢-Src/SRC to
internalized NK1R resulting in ERK1/2 activation, which is required for the
antiapoptotic effects of SP. Is involved in proteinase-activated F2RL1-mediated ERK
activity. Acts as signaling scaffold for the AKT1 pathway. Is involved in alpha-
thrombin-stimulated AKT1 signaling. Is involved in IGF1-stimulated AKT1 signaling
leading to increased protection from apoptosis. Involved in activation of the p38 MAPK
signaling pathway and in actin bundle formation. Involved in F2RL1-mediated
cytoskeletal rearrangement and chemotaxis. Involved in AGTR1-mediated stress fiber
formation by acting together with GNAQ to activate RHOA. Appears to function as
signaling scaffold involved in regulation of MIP-1-beta-stimulated CCR5-dependent
chemotaxis. Involved in attenuation of NF-kappa-B-dependent transcription in response
to GPCR or cytokine stimulation by interacting with and stabilizing CHUK. May serve
as nuclear messenger for GPCRs. Involved in OPRD1-stimulated transcriptional
regulation by translocating to CDKN1B and FOS promoter regions and recruiting EP300
resulting in acetylation of histone H4. Involved in regulation of LEF1 transcriptional
activity via interaction with DVL1 and/or DVL2 Also involved in regulation of receptors
others than GPCRs. Involved in Toll-like receptor and IL-1 receptor signaling through
the interaction with TRAF6 which prevents TRAF6 autoubiquitination and
oligomerization required for activation of NF-kappa-B and JUN. Binds
phosphoinositides. Binds inositolhexakisphosphate (InsP6).

Subunit:

Monomer. Homodimer. Homooligomer; the self-association is mediated by InsP6-
binding. Heterooligomer with ARRB2; the association is mediated by InsP6-binding.
Interacts with GPR143. Interacts with ADRB2 (phosphorylated). Interacts with CHRM?2
(phosphorylated). Interacts with LHCGR. Interacts with CYTH2 and CASR. Interacts
with AP2B1 (dephosphorylated at 'Tyr-737'); phosphorylation of AP2B1 at "Tyr-737'
disrupts the interaction. Interacts (dephosphorylated at Ser-412) with CLTC. Interacts
with CCR2 and ADRBKI. Interacts with CRRS. Interacts with PTAFR (phosphorylated
on serine residues). Interacts with CLTC and MAP2K3. Interacts with CREBI1. Interacts
with TRAF6. Interacts with IGFIR and MDM?2. Interacts with C5ARI1. Interacts with
PDE4D. Interacts with SRC (via the SH3 domain and the protein kinase domain); the
interaction is independent of the phosphorylation state of SRC C-terminus. Interacts with
TACRI. Interacts with RAF1. Interacts with CHUK, IKBKB and MAP3K14. Interacts
with DVL1; the interaction is enhanced by phosphorylation of DVL1. Interacts with
DVL2; the interaction is enhanced by phosphorylation of DVL2. Interacts with IGF1R.
Associates with MAP kinase p38. Part of a MAPK signaling complex consisting of
TACRI, ARRBI, SRC, MAPK1 (activated) and MAPK3 (activated). Part of a MAPK
signaling complex consisting of F2RL1, ARRB1, RAF1, MAPKI (activated) and
MAPK3 (activated) (By similarity). Interacts with MAP2K4/MKK4. Interacts with HCK
and CXCRI1 (phosphorylated).

Subcellular Location:




Cytoplasm. Nucleus. Cell membrane. Membrane, clathrin-coated pit (Probable). Cell
projection, pseudopodium. Cytoplasmic vesicle. Note=Translocates to the plasma
membrane and colocalizes with antagonist-stimulated GPCRs. The monomeric form is
predominantly located in the nucleus. The oligomeric form is located in the cytoplasm.
Translocates to the nucleus upon stimulation of OPRD1.

Post-translational modifications:

Constitutively phosphorylated at Ser-412 in the cytoplasm. At the plasma membrane, is
rapidly dephosphorylated, a process that is required for clathrin binding and ADRB2
endocytosis but not for ADRB2 binding and desensitization. Once internalized, is
rephosphorylated.

The ubiquitination status appears to regulate the formation and trafficking of beta-
arrestin-GPCR complexes and signaling. Ubiquitination appears to occur GPCR-
specific. Ubiquitinated by MDM?2; the ubiquitination is required for rapid internalization
of ADRB2. Deubiquitinated by USP33; the deubiquitination leads to a dissociation of
the beta-arrestin-GPCR complex. Stimulation of a class A GPCR, such as ADRB?2,
induces transient ubiquitination and subsequently promotes association with USP33.

Similarity:
Belongs to the arrestin family.

SWISS:
P49407

Gene ID:
408

Database links:

Entrez Gene: 408 Human

Entrez Gene: 281637 Cow

Entrez Gene: 109689 Mouse

Entrez Gene: 25387 Rat

Omim: 107940 Human

SwissProt: P17870 Cow

SwissProt: P49407 Human

SwissProt: Q8BWGS8 Mouse

SwissProt: P29066 Rat



http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=gene&cmd=Retrieve&dopt=Graphics&list_uids=408
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=gene&cmd=Retrieve&dopt=Graphics&list_uids=281637
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=gene&cmd=Retrieve&dopt=Graphics&list_uids=109689
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=gene&cmd=Retrieve&dopt=Graphics&list_uids=25387
http://www.ncbi.nlm.nih.gov/omim/107940
http://www.uniprot.org/uniprot/P17870
http://www.uniprot.org/uniprot/P49407
http://www.uniprot.org/uniprot/Q8BWG8
http://www.uniprot.org/uniprot/P29066

Unigene: 503284 Human

Unigene: 568928 Human

Unigene: 593557 Human

Unigene: 625320 Human

Unigene: 260193 Mouse

Unigene: 34876 Rat

Important Note:
This product as supplied is intended for research use only, not for use in human,
therapeutic or diagnostic applications.

BN I -

12 ETICDA+THIRRFEN B B REMNXERF, 58 HTlymphocyte?F/EF B &
RELREX, LT EL -

arrestin ™MV BEPEBTE B &R, MEEIESEBE K, S5EFES.

Yt Arrestins IR f& B Bl 72 -$R 3% B-arrestin?EG protein-coupled
receptor{E B £ SRR P RIMGIER, BESEMFHE S LS Research
Areaf IR

BIMHIEF- 1 XM BRZRZAE K, iRERERNEBEA 5HP-
arrestinfE 112 Diabetes & £ IR HLFI A T A T HEIZEHE, A5 :p-
arrestinff D2 T E#E ST R R ZFNE Diabetest % & 6
B-arrestin1Fp-arrestin2 F = E HIEIR



http://www.ncbi.nlm.nih.gov/UniGene/clust.cgi?ORG=Hs&CID=503284
http://www.ncbi.nlm.nih.gov/UniGene/clust.cgi?ORG=Hs&CID=568928
http://www.ncbi.nlm.nih.gov/UniGene/clust.cgi?ORG=Hs&CID=593557
http://www.ncbi.nlm.nih.gov/UniGene/clust.cgi?ORG=Hs&CID=625320
http://www.ncbi.nlm.nih.gov/UniGene/clust.cgi?ORG=Mm&CID=260193
http://www.ncbi.nlm.nih.gov/UniGene/clust.cgi?ORG=Rn&CID=34876
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Sample:

Bone (Mouse) Lysate at 40 ug

Primary: Anti- Phospho-beta-Arrestin 1 (Ser412) (SL3048R) at 1/1000 dilution
Secondary: IRDye800CW Goat Anti-Rabbit IgG at 1/20000 dilution

Predicted band size: 45 kD

Observed band size: 46 kD







