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Rabbit Anti-Phospho-LRP6 (Ser1490) antibody

SL3253R
Product Name: Phospho-LRP6 (Ser1490)
Chinese Name: W% EE 1t 1K 25 E Lipoprotein 32 {A 48 X ZE B 644K

LRP6 (Phospho-Ser1490); LRP6 (Phospho-S1490); p-LRP6 (Ser1490); LRP6 (phospho
S1490); p-LRP6 (phospho S1490);p-LRP6 (S1490); ADCAD2; C030016K15Rik; Cd;
Alias: FLJ90062; FLJ90421; Low density lipoprotein receptor related protein 6;

LRP6_ HUMAN; Low-density lipoprotein receptor-related protein 6; low-density
lipoprotein receptor-related protein 6 precursor; LRP-6.

Specific References(2)|SL3253R has been referenced in 2 publications.
[[F=4.75]Chen, Zhidan, et al. "Urotensin II inhibited the proliferation of cardiac side
population cells in mice during pressure overload by JNK-LRP6 signalling." Journal of

iEtsIH cellular and molecular medicine (2014).Mouse.

publfed PubMed:24447593
’ [IF=3.68|Boone, Jonathan D., et al. "Targeting the Wnt/p-catenin pathway in primary

ovarian cancer with the porcupine inhibitor WNT974." Laboratory Investigation

(2016).IHC-P;Human.
PubMed:26658453

Organism Species: Rabbit
Clonality: Polyclonal
React Species: Human,Mouse,Rat,Chicken,Dog,Pig,Cow,Horse,

ELISA=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: 175kDa

Applications:



http://www.ncbi.nlm.nih.gov/pubmed/?term=24447593
http://www.ncbi.nlm.nih.gov/pubmed/?term=26658453

Cellular localization:

cytoplasmicThe cell membrane

Form:

Lyophilized or Liquid

Concentration:

Img/ml

immunogen:

KLH conjugated synthesised phosphopeptide derived from human LRP6 around the
hosphorylation site of Ser1490:P(p-S)PA

Lsotype:

IgG

Purification:

affinity purified by Protein A

Storage Buffer:

0.01M TBS(pH7.4) with 1% BSA, 0.03% Proclin300 and 50% Glycerol.

Storage:

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

Product Detail:

This gene encodes a member of the low density lipoprotein (LDL) receptor gene family.
LDL receptors are transmembrane cell surface proteins involved in receptor-mediated
endocytosis of lipoprotein and protein ligands. The protein encoded by this gene
functions as a receptor or, with Frizzled, a co-receptor for Wnt and thereby transmits the
canonical Wnt/beta-catenin signaling cascade. Through its interaction with the Wnt/beta-
catenin signaling cascade this gene plays a role in the regulation of cell differentiation,
proliferation, and migration and the development of many cancer types. This protein
undergoes gamma-secretase dependent RIP- (regulated intramembrane proteolysis)
processing but the precise locations of the cleavage sites have not been
determined.[provided by RefSeq, Dec 2009].

Function:

Component of the Wnt-Fzd-LRP5-LRP6 complex that triggers beta-catenin signaling
through inducing aggregation of receptor-ligand complexes into ribosome-sized
signalsomes. Cell-surface coreceptor of Wnt/beta-catenin signaling, which plays a
pivotal role in bone formation. The Wnt-induced Fzd/LRP6 coreceptor complex recruits
DVLI polymers to the plasma membrane which, in turn, recruits the AXIN1/GSK3B-
complex to the cell surface promoting the formation of signalsomes and inhibiting
AXIN1/GSK3-mediated phosphorylation and destruction of beta-catenin. Required for
posterior patterning of the epiblast during gastrulation.

Subunit:

Homodimer; disulfide-linked. Forms phosphorylated oligomer aggregates on Wnt-
signaling. Forms a WNT-signaling complex formed of a WNT protein, a FZD protein
and LRPS5 or LRP6. Interacts (via the extracellular domain) with WNT1; the interaction
is enhanced by prior formation of the Wnt/Fzd complex. Interacts (via the beta-propeller
regions 3 and 4) with WNT3A. Interacts (via the beta-propeller regions 1 and 2) with
'WNTOIB. Interacts with FZDS5; the interaction forms a coreceptor complex for Wnt
signaling and is inhibited by DKK1 and Clorf187. Interacts (via beta propeller regions 3
and 4) with DKK1; the interaction inhibits FZD5/LRP6 complex formation. Interacts
with DKK2. Interacts with Clorf187/DRAXIN; the interaction inhibits Wnt signaling.
Interacts (via the phosphorylated PPPSP motifs) with AXIN1; the interaction recruits the

AXIN1/GSK3B complex to cell surface LRP6 signalsomes. Interacts with GRB10; the



http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?dispmax=25&db=pubmed&cmd=search&term=Phospho-LRP6%20(Ser1490)&doptcmdl=docsum

interaction prevents AXINI1 binding, thus negatively regulating the Wnt signaling
pathway. Interacts (via the extracellular domain) with RSPO1; the interaction activates
'Wnt/beta-catenin signaling. Interacts (via the extracellular domain) with RSPO3 (via the
cysteine rich domain); the interaction activates Wnt/beta-catenin signaling. Interacts (via
the beta-propeller regions 1 and 2) with SOST; the interaction competes with DKK1 for
binding for inhibiting beta-catenin signaling. Interacts with MESD; the interaction
prevents the formation of LRP6 aggregates and targets LRP6 to the plasma membrane.
Interacts (via the cytoplasmic domain) with CSNKIE; the interaction phosphorylates
LRP6, binds AXIN1 and inhibits AXIN1/GSK3B-mediated phosphorylation of beta-
catenin. Interacts with MACF1.

Subcellular Location:

Membrane; Single-pass type I membrane protein. Endoplasmic reticulum. Note=On Wnt
signaling, undergoes a cycle of caveolin- or clathrin-mediated endocytosis and plasma
membrane location. Released from the endoplasmic reticulum on palmitoylation. Mono-
ubiquitination retains it in the endoplasmic reticulum in the absence of palmitoylation.
On Wnt signaling, phosphorylated, aggregates and colocalizes with AXIN1 and GSK3B
at the plasma membrane in LRP6-signalsomes. Chaperoned to the plasma membrane by
MESD.

Tissue Specificity:
Widely co-expressed with LRP5 during embryogenesis and in adult tissues.

Post-translational modifications:

Dual phosphorylation of cytoplasmic PPPSP motifs sequentially by GSK3 and CK1 is
required for AXIN1-binding, and subsequent stabilization and activation of beta-catenin
via preventing GSK3-mediated phosphorylation of beta-catenin. Phosphorylated, in
vitro, by GRKS5/6 within and outside the PPPSP motifs. Phosphorylation at Ser-1490 by
CDK 14 during G2/M phase leads to regulation of the Wnt signaling pathway during the
cell cycle. Phosphorylation by GSK3B is induced by RPSOI1 binding and inhibited by
DKK1. Phosphorylated, in vitro, by casein kinase I on Thr-1479.

Undergoes gamma-secretase-dependent regulated intramembrane proteolysis (RIP). The
extracellular domain is first released by shedding, and then, through the action of
gamma-secretase, the intracellular domain (ICD) is released into the cytoplasm where it
is free to bind to GSK3B and to activate canonical Wnt signaling.

Palmitoylation on the two sites near the transmembrane domain leads to release of LRP6
from the endoplasmic reticulum.

Mono-ubiquitinated which retains LRP6 in the endoplasmic reticulum.

N-glycosylation is required for cell surface location.

DISEASE:
Defects in LRP6 are the cause of autosomal dominant coronary artery disease type 2
(ADCAD?2) [MIM:610947].

Similarity:
Belongs to the LDLR family.




Contains 4 EGF-like domains.
Contains 3 LDL-receptor class A domains.
Contains 20 LDL-receptor class B repeats.

SWISS:
075581

Gene ID:
4040

Database links:

Entrez Gene: 4040Human

Entrez Gene: 16974Mouse

Omim: 603507Human

SwissProt: 07558 1 Human

SwissProt: O88572Mouse

Unigene: 584775Human
Unigene: 658913Human

Unigene: 321990Mouse

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



http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=gene&cmd=Retrieve&dopt=Graphics&list_uids=4040
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=gene&cmd=Retrieve&dopt=Graphics&list_uids=16974
http://www.ncbi.nlm.nih.gov/omim/603507
http://www.uniprot.org/uniprot/O75581
http://www.uniprot.org/uniprot/O88572
http://www.ncbi.nlm.nih.gov/UniGene/clust.cgi?ORG=Hs&CID=584775
http://www.ncbi.nlm.nih.gov/UniGene/clust.cgi?ORG=Hs&CID=658913
http://www.ncbi.nlm.nih.gov/UniGene/clust.cgi?ORG=Mm&CID=321990
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Paraformaldehyde-fixed, paraffin embedded (rat stomach tissue); Antigen retrieval
by boiling in sodium citrate buffer (pH6.0) for 15min; Block endogenous peroxidase
by 3% hydrogen peroxide for 20 minutes; Blocking buffer (normal goat serum) at
37°C for 30min; Antibody incubation with (P-LRP6 (Ser1490)) Polyclonal
Antibody, Unconjugated (SL3253R) at 1:400 overnight at 4°C, followed by a

conjugated secondary (sp-0023) for 20 minutes and DAB staining.




Tissue/cell: human lung carcinoma; 4% Paraformaldehyde-fixed and paraftin-
embedded;

Antigen retrieval: citrate buffer ( 0.01M, pH 6.0 ), Boiling bathing for 15min; Block
endogenous peroxidase by 3% Hydrogen peroxide for 30min; Blocking buffer
(normal goat serum,C-0005) at 37°C for 20 min;

Incubation: Anti-Phospho-LRP6 (Ser1490) Polyclonal Antibody,
Unconjugated(SL3253R) 1:200, overnight at 4°C, followed by conjugation to the

secondary antibody(SP-0023) and DAB(C-0010) staining




