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BACKGROUND

Crk was originally isolated as the oncogene fusion
product of the CT10 chicken retrovirus (v-Crk).
Cellular homologues of v-Crk include the c-CRK
gene, which encodes two alternatively spliced
mRNAs that give rise to two proteins (c-CrkI and
c-CrkII), and a second gene, c-CRKL. Crk proteins
are composed of one Src homology 2 (SH2) and,
one or two Src homology 3 (SH3) domains (CrkI,
lacking the SH3-C due to the alternate splicing of
CrkII mRNA) and lack intrinsic enzymatic activity.
They are adaptor proteins that direct the assembly
of multiprotein signaling complexes. Crk adaptor
proteins and their effectors are highly conserved
throughout evolution. The Crk SH2 domain binds a
specific phosphorylated tyrosine motif found in
proteins involved in cell spreading, actin
reorganization, and cell migration. These Crk-SH2
binding proteins include the focal adhesion
components, p130Cas and paxillin, growth factor
receptor tyrosine kinases, and a docking protein
Gabl, involved in epithelial dispersal and
morphogenesis. The NH2-terminal SH3 domain of
CrkII interacts constitutively with proline-rich
motifs present within several proteins, including
C3G, a nucleotide exchange factor for Rapl,
DOCK180, an exchange factor for Racl, as well as
the Abl tyrosine kinase, tyrosine phosphatase
(protein tyrosine phosphatase 1B), the p85
subunit of phosphatidylinositol 3-kinase , and JNK.
The inducible binding of the Crk SH2 domains to
phosphotyrosine motifs contained in the target
proteins is believed to localize effector proteins
bound constitutively to the Crk SH3 domains.' It
was demonstrated that CRKI/II adaptor proteins
are critical integrators of upstream signals for cell
invasion and migration in human cancer cell lines.?

CrkII is tyrosylphosphorylated following the
activation of the nerve growth factor receptor
(trkA), the B-cell antigen receptor (BCR), and the
IGF-IR. Two nonreceptor kinases, c-Arg and c-Abl,
have been shown to tyrosine phosphorylate Crk.
The tyrosylphosphorylation of tyrosine 221 or 222,
depending on the species, located between the
SH3-N and SH3-C of CrkII results in the formation
of an intramolecular binding site for the SH2
domain. The formation of this intramolecular bond
is believed to prevent the N-terminal SH2 and SH3
domains from associating with other proteins.
Thus tyrosine phosphorylation represents a
possible mechanism to control the protein binding
activity of CrkIl.> Since a similar tyrosine-
containing motif is also present in CrkL, the
phosphorylation of this tyrosine (tyrosine 207)
may regulate CrkL binding activity by a similar
mechanism.*
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TECHNICAL INFORMATION

Source:

CrkII Antibody is a mouse monoclonal antibody
raised against recombinant human CrkII fragments
expressed in E. coli.

Specificity and Sensitivity:
This antibody detects CrklII proteins in various cell
lysate.

Storage Buffer: PBS and 30% glycerol

Storage:

Store at -20°C for at least one year. Store at 4°C
for frequent use. Avoid repeated freeze-thaw
cycles.

APPLICATIONS

Application: *Dilution:

WB 1:1000

IP n/d
IHC (Paraffin) 1:50-200
ICC 1;50-200
FACS 1:50-200
*Optimal dilutions must be determined by end user.
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CrkII Antibody Applications: WB, IHC, ICC, FACS

Detected MW: 40 kDa
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QUALITY CONTROL DATA

175KDa -
135 KDa -
100 KDa -

75KDa -

60 KDa -
50 KDa -
40KDa - | | <Crkil

30KDa -
20 KDa -

15KDa -
10 KDa -

Top: Western blot detection of Crkll proteins in cell
lysates from 293 cells transfected with Crkll expression
vectors or mock vectors using Crkll Antibody. Middle
Upper: It also stains paraffin-embedded human
bladder tissue in IHC analysis. Middle Lower: This
antibody  stains  3T3-L1 cells in  confocal
immunofluorescent testing (Crkll Antibody: Green;
Actin filaments: Red; DRAQ5 DNA Dye: Blue).
Bottom: This antibody detects Crkll proteins
specifically in MCF-7 cells by FACS assay (Crkll
antibody: Blue; negative control: Red).
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