Accepted Manuscript

Title: CARF is a multi-module regulator of cell proliferation
and a molecular bridge between cellular senescence and
carcinogenesis

Authors: Renu Wadhwa, Rajkumar Singh Kalra, Sunil C. Kaul

PII: S0047-6374(17)30080-5

DOI: http://dx.doi.org/doi:10.1016/j.mad.2017.07.008
Reference: MAD 10973

To appear in: Mechanisms of Ageing and Development
Received date: 30-3-2017

Revised date: 2-7-2017

Accepted date: 20-7-2017

Please cite this article as: Wadhwa, Renu, Kalra, Rajkumar Singh, Kaul, Sunil C.,
CAREF is a multi-module regulator of cell proliferation and a molecular bridge between
cellular senescence and carcinogenesis.Mechanisms of Ageing and Development
http://dx.doi.org/10.1016/;.mad.2017.07.008

This is a PDF file of an unedited manuscript that has been accepted for publication.
As a service to our customers we are providing this early version of the manuscript.
The manuscript will undergo copyediting, typesetting, and review of the resulting proof
before it is published in its final form. Please note that during the production process
errors may be discovered which could affect the content, and all legal disclaimers that
apply to the journal pertain.


http://dx.doi.org/doi:10.1016/j.mad.2017.07.008
http://dx.doi.org/10.1016/j.mad.2017.07.008

CARF is a multi-module regulator of cell proliferation and a
molecular bridge between cellular senescence and

carcinogenesis

Renu Wadhwa*, Rajkumar Singh Kalra and Sunil C Kaul

DBT-AIST International Laboratory for Advanced Biomedicine (DAILAB), National
Institute of Advanced Industrial Science & Technology (AIST), Central 5-41, 1-1-1
Higashi, Tsukuba, Ibaraki - 305 8565, Japan

*Corresponding author at: DAILAB, Biomedical Research Institute, National Institute of
Advanced Industrial Science & Technology (AIST), Central 5-41, 1-1-1 Higashi,
Tsukuba - 305 8565, Japan

Tel: +81 29 861 9464; Fax: +81 29 861 2900

E-mail: renu-wadhwa@aist.go.jp
HIGHLIGHTS

e CAREF (Collaborator of ARF) was first identified as an ARF (Alternative Reading
Frame, p14ARF)-interacting protein that stabilizes p53-tumor suppressor protein
in an ARF-dependent/-independent manner

e |t acts as a transcriptional repressor of HDM2 that exerts a negative feedback on
p53 by its proteasomal-mediated degradation.

e CARF-driven control over p53-HDM2-p21WAF! axis was shown to regulate cell
proliferative fates.

e Whereas cells with CARF-overexpression show growth arrest, its superexpression
makes the cells pro-proliferating leading to malignant transformation.

e In the present review, we discuss how threshold level of CARF determines the

fate of cells to either senescence or malignant transformation.
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