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Anti-p16'NK4A [ DIA-P16-OD
Mouse monoclonal anti-T cell marker
Clone JAP16

Product Information

Catalog No.: DIA-P16-OD Presentation: Purified antibody in Tris pH 7.3-7.7
Clone: JAP16 I \vaith 1% E_S{_A, ;O.I%tNe(\m?(»: )
Applications: mmunohistochemistry ,

I(;S{%?iety g/l(;)(;ﬁe lgG2b standard formalin-fixed paraffin sections
oD Dilutions: 1:100- 1:200 IHC-P

Specificity: p16 (INK4A) G | s idation of ani
. . . . eneral recommendation, valiaation ot anti-

Physlcal State: Liquid body performance/protocolis the responsibil-

Species ity of the end user. Positive/negative controls

Reactivity: Human should be run simultaneously with samples)

Positive

Control: Cervical Carcinoma

Visualization: Cytoplasm and nuclei

Background

Mouse monoclonal anti-p16 antibody clone JAP16 is suitable for the immunohistological detection of p16 in routine -fixed paraffin
embedded tissue sections

P16 plays an important role in cell cycle regulation. It is the principal member of the Ink4 family of cyclin -dependent kinase
(CDK) inhibitors. Binding of p16 inhibits formation of an active CDK4/6 complex and subsequentphosphorylationofretinoblas-
toma (Rb) protein. Since phosphorylation of Rb protein is a critical step for cell cycle progression from G1 to S phase, p16-
binding to the upstream kinase leads to cell cycle arrest. Consequently, p16 is a negative regulator of cell proliferation and thus,
a strong tumor suppressor.

Approx. 50% of all human cancers show p16 inactivation, these include head and neck, esophagus, biliary tract, liver, lung,
bladder, colon and breast carcinomas; leukemia; lymphomas; and glioblastomas. Moreover, besides downregulation of p16 in
cancer, p16 overexpression has been observed in HPV (human papilloma virus)-related tumors, cervical cancerand head and
neck squamous carcinomas. The p16-Rb pathway is a target for viral oncoproteins. The E7 oncoprotein from HPV inactivates
Rb. Thus, p16 overexpression in HPV-related tumors reflects cell cycle dysregulation by an unsuccessfull attempt to stop cell
proliferation.

pl6is used as a diagnostictool and is an importantimmunohistochemical in gynecologic pathology.

Instructions for Use

Immunohistochemical staining of standard formalin-fixed paraffin sections

Deparaffinize and rehydrate according to standard procedures. Heat induced epitope retrieval (HIER) is required (pH 9-10 for
10-30 minutes). For immunohistochemical detection differenttechniques can be used: indirectimmunoenzyme labeling with a
secondary an-tibody conjugate, biotin/(strept)avidin-based detection, soluble enzyme immune complex or polymer-based detec-
tion. The antibody can be adapted for use on automated staining instruments.

Intented use / regulatory status
Europe: For in Vitro Diagnostic Use / All other countries: For Research Use only

Storage and Stability
Store at 2-8°C. Do not freeze. The antibody is stable until the date indicated on the label,when stored properly.

Safety Notes
The material contains <1% sodium azide as preservative. Although the quantity of azide is very small, appropriate care should
be taken when handling this material. Avoid skin and eye contact, inhalation and ingestion.
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Figures

Immunohistochemistry of human p16 'NK4Ajn routine formalin-fixed paraffin-embedded tissue samples
A: Intense nuclear p16 staining in mesenchymal components of a phyllodes tumor of breast.

B: Cytoplasmicand nuclear p16 staining in a cervical adenocarcinoma.

C: Diffuse positive signal forp16 inan endometrioid ovarian carcinoma.
D: Intense p16 staining in a serous ovarian carcinoma.

(A) PhyIIodes tumor of breast

(pictures courtesy of Prof. Guido Sauter, Department of Pathology, University Hospital Eppendorf, Ham burg Germany)

References

1. Alcorta DA et al. (1996). Involvement of the cyclin-dependentkinase inhibitor p16 (INK4a) in replicative senescence of
normal human fibroblasts. Proc Natl Acad Sci USA 93: 13742-13747.

2. Serrano M. (1997). The tumor suppressor protein p16INK4a. Exp Cell Res 237:7-13.

3. Milde-Langosch K et al. (2001). Overexpression of the p16 cell cycle inhibitorin breast cancer is associated with a more
malignantphenotype. BreastCancer Res Treat67: 61-70.
4. Garcia V et al. (2004). Overexpression of p16INK4a correlates with high expression of p73 in breast carcinomas. Mutat

Res 554:215-221.

5. Ohtani N etal. (2003). Epstein-Barr virus LMP1 blocks p16INK4a-RB pathway by promoting nuclear exportof E2F4/5. J
Cell Biol 162: 173-183

6. Pei XH, Xiong Y. (2005). Biochemical and cellular mechanisms of mammalian CDK inhibitors: a few unresolved issues.
Oncogene 24: 2787-2795.

7. Ivanova TA etal. (2007). Up-regulation of expression and lack of 5’ CpG island hypermethylation of p16 INK4a in HPV -
positive cervical carcinomas. BMC Cancer7: 47.

8. Reuschenbach M et al. (2008). Characterization of humoral immune responses againstp16, p53, HPV16 E6 and HPV16
E7 in patients with HPV-associated cancers. Int J Cancer 123: 2626—2631.

9. Paulson TG et al. (2008).p16 mutation spectrum in the premalignantcondition Barrett's esophagus. PLoS One 3: €3809.

10. MulvanyNJ etal. (2008). Diagnostic utility of p16INK4a: a reappraisal of its use in cervical biopsies. Pathology 40: 335—
344.

11. Lam AKetal. (2008). p16 expression in colorectal adenocarcinoma: marker of aggressiveness and morphological types.
Pathology 40: 580-585.

BIOZOL GmbH
d LeipzigerStr.4 URL: www.biozol.de B I O Z O L
D-85386 Eching Email: info @biozol.de

Germany Phone: +49 (0)89- 3799 666 6 EIT FOR SGCIENCE



