
Anti-ErbB-4 antibody

Description Rabbit polyclonal to ErbB-4.

Model STJ92978

Host Rabbit

Reactivity Human, Mouse, Rat

Applications ELISA, IF, IHC

Immunogen Synthesized peptide derived from human ErbB-4 around the non-
phosphorylation site of Y1284.

Immunogen Region 1220-1300 aa

Gene ID 2066

Gene Symbol ERBB4

Dilution range IHC 1:100-1:300IF 1:200-1:1000ELISA 1:20000

Specificity ErbB-4 Polyclonal Antibody detects endogenous levels of ErbB-4 protein.

Tissue Specificity Expressed at highest levels in brain, heart, kidney, in addition to skeletal
muscle, parathyroid, cerebellum, pituitary, spleen, testis and breast. Lower
levels in thymus, lung, salivary gland, and pancreas. Isoform JM-A CYT-1
and isoform JM-B CYT-1 are expressed in cerebellum, but only the isoform
JM-B is expressed in the heart.

Purification The antibody was affinity-purified from rabbit antiserum by affinity-
chromatography using epitope-specific immunogen.

Note For Research Use Only (RUO).

Protein Name Receptor tyrosine-protein kinase erbB-4 Proto-oncogene-like protein c-

https://www.ncbi.nlm.nih.gov/gene/2066
http://www.genecards.org/cgi-bin/carddisp.pl?gene=ERBB4


ErbB-4 Tyrosine kinase-type cell surface receptor HER4 p180erbB4 ERBB4
intracellular domain 4ICD E4ICD s80HER4

Molecular Weight 180 kDa

Clonality Polyclonal

Conjugation Unconjugated

Isotype IgG

Formulation Liquid in PBS containing 50% glycerol, 0.5% BSA and 0.02% sodium azide.

Concentration 1 mg/ml

Storage Instruction Store at -20°C, and avoid repeat freeze-thaw cycles.

Database Links HGNC:3432OMIM:600543

Alternative Names Receptor tyrosine-protein kinase erbB-4 Proto-oncogene-like protein c-
ErbB-4 Tyrosine kinase-type cell surface receptor HER4 p180erbB4 ERBB4
intracellular domain 4ICD E4ICD s80HER4

Function Tyrosine-protein kinase that plays an essential role as cell surface receptor for
neuregulins and EGF family members and regulates development of the heart,
the central nervous system and the mammary gland, gene transcription, cell
proliferation, differentiation, migration and apoptosis. Required for normal
cardiac muscle differentiation during embryonic development, and for
postnatal cardiomyocyte proliferation. Required for normal development of
the embryonic central nervous system, especially for normal neural crest cell
migration and normal axon guidance. Required for mammary gland
differentiation, induction of milk proteins and lactation. Acts as cell-surface
receptor for the neuregulins NRG1, NRG2, NRG3 and NRG4 and the EGF
family members BTC, EREG and HBEGF. Ligand binding triggers receptor
dimerization and autophosphorylation at specific tyrosine residues that then
serve as binding sites for scaffold proteins and effectors. Ligand specificity
and signaling is modulated by alternative splicing, proteolytic processing, and
by the formation of heterodimers with other ERBB family members, thereby
creating multiple combinations of intracellular phosphotyrosines that trigger
ligand- and context-specific cellular responses. Mediates phosphorylation of
SHC1 and activation of the MAP kinases MAPK1/ERK2 and MAPK3/ERK1.
Isoform JM-A CYT-1 and isoform JM-B CYT-1 phosphorylate PIK3R1,
leading to the activation of phosphatidylinositol 3-kinase and AKT1 and
protect cells against apoptosis. Isoform JM-A CYT-1 and isoform JM-B
CYT-1 mediate reorganization of the actin cytoskeleton and promote cell
migration in response to NRG1. Isoform JM-A CYT-2 and isoform JM-B
CYT-2 lack the phosphotyrosine that mediates interaction with PIK3R1, and
hence do not phosphorylate PIK3R1, do not protect cells against apoptosis,
and do not promote reorganization of the actin cytoskeleton and cell
migration. Proteolytic processing of isoform JM-A CYT-1 and isoform JM-A
CYT-2 gives rise to the corresponding soluble intracellular domains (4ICD)
that translocate to the nucleus, promote nuclear import of STAT5A, activation
of STAT5A, mammary epithelium differentiation, cell proliferation and
activation of gene expression. The ERBB4 soluble intracellular domains
(4ICD) colocalize with STAT5A at the CSN2 promoter to regulate
transcription of milk proteins during lactation. The ERBB4 soluble
intracellular domains can also translocate to mitochondria and promote
apoptosis.

https://www.genenames.org/cgi-bin/gene_symbol_report?hgnc_id=HGNC:3432
https://www.omim.org/entry/600543


Cellular Localization Cell membrane. In response to NRG1 treatment, the activated receptor is
internalized.. ERBB4 intracellular domain: Nucleus Mitochondrion.
Following proteolytical processing E4ICD (E4ICD1 or E4ICD2 generated
from the respective isoforms) is translocated to the nucleus. Significantly
more E4ICD2 than E4ICD1 is found in the nucleus. E4ICD2 colocalizes with
YAP1 in the nucleus.

Post-translational
Modifications

Isoform JM-A CYT-1 and isoform JM-A CYT-2 are processed by ADAM17.
Proteolytic processing in response to ligand or 12-O-tetradecanoylphorbol-13-
acetate stimulation results in the production of 120 kDa soluble receptor forms
and intermediate membrane-anchored 80 kDa fragments (m80HER4), which
are further processed by a presenilin-dependent gamma-secretase to release a
cytoplasmic intracellular domain (E4ICD; E4ICD1/s80Cyt1 or
E4ICD2/s80Cyt2, depending on the isoform). Membrane-anchored 80 kDa
fragments of the processed isoform JM-A CYT-1 are more readily degraded
by the proteasome than fragments of isoform JM-A CYT-2, suggesting a
prevalence of E4ICD2 over E4ICD1. Isoform JM-B CYT-1 and isoform JM-B
CYT-2 lack the ADAM17 cleavage site and are not processed by ADAM17,
precluding further processing by gamma-secretase. Autophosphorylated on
tyrosine residues in response to ligand binding. Autophosphorylation occurs in
trans, i.e. one subunit of the dimeric receptor phosphorylates tyrosine residues
on the other subunit. Ligands trigger phosphorylation at specific tyrosine
residues, thereby creating binding sites for scaffold proteins and effectors.
Constitutively phosphorylated at a basal level when overexpressed in
heterologous systems; ligand binding leads to increased phosphorylation.
Phosphorylation at Tyr-1035 is important for interaction with STAT1.
Phosphorylation at Tyr-1056 is important for interaction with PIK3R1.
Phosphorylation at Tyr-1242 is important for interaction with SHC1.
Phosphorylation at Tyr-1188 may also contribute to the interaction with
SHC1. Isoform JM-A CYT-2 is constitutively phosphorylated on tyrosine
residues in a ligand-independent manner. E4ICD2 but not E4ICD1 is
phosphorylated on tyrosine residues. Ubiquitinated. During mitosis, the
ERBB4 intracellular domain is ubiquitinated by the APC/C complex and
targeted to proteasomal degradation. Isoform JM-A CYT-1 and isoform JM-B
CYT-1 are ubiquitinated by WWP1. The ERBB4 intracellular domain
(E4ICD1) is ubiquitinated, and this involves NEDD4.
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