Author’s Accepted Manuscript ‘

IR FREE
Iron and thiol redox signaling in cancer: an BIOLO(?YA;:
exquisite balance to escape ferroptosis MEDICINE
Shinya Toyokuni, Fumiya Ito, Kyoko Yamashita,
Yasumasa Okazaki, Shinya Akatsuka

www.elsevier.com

PII: S0891-5849(17)30228-9
DOI: http://dx.doi.org/10.1016/j.freeradbiomed.2017.04.024

Reference: FRB13305
To appear in:  Free Radical Biology and Medicine

Received date: 16 December 2016
Revised date: 11 April 2017
Accepted date: 18 April 2017

Cite this article as: Shinya Toyokuni, Fumiya Ito, Kyoko Yamashita, Yasumasa
Okazaki and Shinya Akatsuka, Iron and thiol redox signaling in cancer: a
exquisite balance to escape ferroptosis, Free Radical Biology and Medicine
http://dx.do1.org/10.1016/}.freeradbiomed.2017.04.024

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


http://www.elsevier.com
http://dx.doi.org/10.1016/j.freeradbiomed.2017.04.024
http://dx.doi.org/10.1016/j.freeradbiomed.2017.04.024

S Toyokuni etal. 1

Iron and thiol redox signaling in cancer: an exquisite balance

to escape ferroptosis

Shinya Toyokuni?, Fumiya Ito!, Kyoko Yamashita!, Yasumasa Okazaki!, Shinya

Akatsuka!

Department of Pathology and Biological Responses, Nagoya University Graduate
School of Medicine, 65 Tsurumai-cho, Showa-ku, Nagoya 466-8550, Japan
2Sydney Medical School, The University of Sydney, NSW 2006, Australia

*Correspondence: Shinya Toyokuni, MD, PhD; Department of Pathology and
Biological Responses, Nagoya University Graduate School of Medicine, 65
Tsurumai-cho, Showa-ku, Nagoya 466-8550, Japan. Tel.: +81 52 744 2086; Fax: +81 52

744 2091; e-mail: toyokuni@med.nagoya-u.ac.jp

Abstract

Epidemiological data indicate a constant worldwide increase in cancer mortality,
although the age of onset is increasing. Recent accumulation of genomic data on
human cancer via next-generation sequencing confirmed that cancer is a disease of
genome alteration. In many cancers, the Nrf2 transcription system is activated via
mutations either in Nrf2 or Keapl ubiquitin ligase, leading to persistent activation of
the genes with antioxidative functions. Furthermore, deep sequencing of passenger

mutations is clarifying responsible cancer causative agent(s) in each case, including
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