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SMAD4/Dpc4

Mouse Anti-Human SMAD4/Dpc4 Monoclonal Antibody (Clone B8)

References and presentations?

e ready-to-use (manual or LabVision
AutoStainer)
MAD-000792QD-3
MAD-000792QD-7
MAD-000792QD-12

e Ready-to-use (MD-Stainer)?
MAD-000792QD-3/V
MAD-000792QD/V

e concentrated

MAD-000792Q - 1:50 recommended
dilution

Composition: Anti-human SMAD4/Dpc4 mouse
monoclonal antibody obtained from ascitic fluid and
prepared in 10mM PBS, pH 7.4, with 0.2% BSA and
0.09% sodium azide.

Intended use[™2]: Immunohistochemistry (IHC) on
paraffin embedded tissues. Not tested on frozen
tissues or Western-Blotting

Clone: B8

Ig isotype: Mouse IgG1/K

Immunogen: N/A

Species reactivity: In vitro diagnostics in humans. Not
tested in other species

Description and applications:

The Mothers Against Decapentaplegic homolog 4
(SMADA4) protein, also known as MADH4, MAN-
related protein 4, MAD, pancreatic carcinoma
deletion factor 4 or DPC4, is linked to the SMAD4
suppressor gene, which consists of 11 exons, and is
located in the genomic region 18qg21.1. This gene
shows allelic or biallelic loss in 50% of pancreatic
carcinomas.

The SMAD4 protein, which is approximately 85%
similar to the Mad proteins of Drosophila or sma 2,3
and 4 of Caenorhabditis elegans, is part of a nuclear
heterodimeric complex consisting of SMAD2, 3 and 4
as well as the multimeric SMAD3/SMAD4/JUN/FOS

1 These references are for presentation in vials of Low Density
Polyethylene (LDPE) dropper. In case the products are used in
automated stainers, a special reference is assigned as follows:

-/ L: Cylindrical screw-cap vials (QD-3 /L, QD-7/L, QD-12/L).

-/ N: Polygonal screw-cap vials (QD-3 /N, QD-7 / N, QD-12/ N).
For different presentations (references / volumes) please contact the
supplier.
2 For Technical specifications for MD-Stainer, please contact your
distributor.
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complex. Both complexes are involved in the
transcription and signaling of the transforming growth
factor beta (TGF beta) family, a group of cytokines
that play important roles in embryonic development,
tissue homeostasis and regeneration, and tissue
regeneration and regulation of the immune system.
TGF beta receptor activation is in turn promoted by
that of SMAD2 and SMAD3 and simultaneously
triggers the interaction of both with SMAD4. This
process is necessary for the resulting heterodimer to
penetrate the nucleus and to trigger cell signaling
mechanisms linked to JUN/FOS. For this reason, the
activated SMAD4 protein is the most frequently
related one to the transcription of the TGF beta and
BMP signaling pathways, being responsible, among
many other functions, for the balance between
muscle atrophy and hypertrophy.

In pathology, approximately 55% of invasive ductal
carcinomas of the pancreas and adenocarcinomas of
the extrahepatic bile ducts lose nuclear and
cytoplasmic expression of SMAD4, 35% of them in
associated with heterozygous deletions (of one allele)
and 20% with homozygous deletions (of both alleles)
of the gene. As the loss of expression of this gene has
also been observed in pancreatic ductal neoplasms in
situ, caution should be exercised in the interpretation
of the loss of SMAD4 immunostaining, which should
always be evaluated together with the histological
features of the tumor.

In in situ papillary mucinous pancreatic tumors, if the
loss of SMADA4 is associated with that of p16 protein,
it may be indicative of progression of the tumor in situ
towards invasive lesions. Moreover, it should be
mentioned that some isolated cases of primary or
metastatic neuroendocrine neoplasia of the pancreas
also present loss of SMAD4 expression, suggesting the
existence of new carcinogenesis pathways for these
tumors.

In colorectal carcinomas with a stable microsatellite
phenotype and in advanced stages of dysplasia in
colonic adenomas, both with deletion of genetic
material in chromosomal region 18q, loss of SMAD4
protein expression can be observed in approximately
40% of cases. On the contrary, if the microsatellite
phenotype is unstable, only a percentage of less than
5% can present negativity for this marker.

Other genetic diseases and tumors with SMAD4
mutations and negativity of its protein expression,
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and for which this antibody may be useful, are
juvenile polyposis syndrome associated or not with
hereditary hemorrhagic telangiectasia and ovarian,
breast or prostate carcinomas.

IHC positive control: Tissue section from ductal
carcinoma of the pancreas.

Visualization: Loss of staining in tissue with mutation;
staining of membrane and cytoplasm in tissues
without mutation.

IHC recommended procedure:

- 4um thick section should be taken on charged
slides; dry overnight at 602C

- Deparaffinise, rehydrate and HIER (heat induced
epitope retrieval) — boil tissue in the Pt Module
using Vitro S.A EDTA buffer pH83® for 20 min at
952C. Upon completion rinse with 3-5 changes of
distilled or deionised water followed by cooling at
RT for 20 min

- Endogenous peroxidase block - Blocking for 10
minutes at room temperature using peroxidase
solution (ref. MAD-021540Q-125)

- Primary antibody: incubate for 20 minutes [The
antibody dilution (when concentrated) and
protocol may vary depending on the specimen
preparation and specific application. Optimal
conditions should be determined by the individual
laboratory]

- For detection use Master Polymer Plus Detection
System (HRP) (DAB included; ref. MAD-000237QK)

- Counterstaining with haematoxylin and final
mounting of the slide

Storage and stability: /YStored at 2-82C. Do not
freeze. & Once the packaging has been opened it can
be stored until the expiration date of the reagent
indicated on the label. If the reagent has been stored
under other conditions to those indicated in this
document, the user must first check its correct
performance taking into account the product
warranty is no longer valid.

Warnings and precautions:

1. Avoid contact of reagents with eyes and mucous
membranes. If reagents come into contact with
sensitive areas, wash with copious amounts of water.
2. This product is harmful if swallowed.

3. Consult local or state authorities with regard to
recommended method of disposal.

4. Avoid microbial contamination of reagents.

3 Ref: MAD-004072R/D
Vitro S.A.

“ Calle Luis Fuentes Bejarano 60 Ed. Nudo Norte Local 3 41020 Sevilla (Spain) c E IVD

Tel: +34 954 933 200. vitro@vitro.bio ; www.vitro.bio

SAFETY RECOMMENDATIONS

This product is intended for laboratory professional
use only. The product is NOT intended to be used as a
drug or for domestic purposes. The current version of
the Safety Data Sheet for this product can be
downloaded by searching the reference number at
www.vitro.bio or can be requested at
regulatory@vitro.bio.
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Medical product for in
vitro diagnosis.

Material safety data sheet
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