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IN THIS ISSUE

he therapeutic index of drug candidates — a quantitative

relationship between indicators of their safety and efficacy —

is a concept that is widely used to aid the identification of

candidates that have an appropriately balanced risk—benefit
profile for a given indication. In their Perspective, Muller and Milton discuss
key issues associated with the determination and interpretation of therapeutic
indices during different stages of the development process. Meanwhile,
our Reviews this month cover an array of topics. Miossec and Kolls
discuss the physiological and pathological roles of interleukin-17 (IL-17),
a pro-inflammatory cytokine produced by a subset of helper T cells termed
T, 17 cells. They present recent advances in targeting the IL-17-T 17
pathway in the treatment of several chronic inflammatory disorders while
considering the associated challenges and limitations. Inflammation is
among the many biological processes in which the transforming growth
factor-p (TGFp) signalling pathway has a key role. Akhurst and Hata provide
an overview of the mechanisms of TGFp signalling and discuss strategies for
therapeutically intervening in the pathway. Clinical trials of agents currently
under development for the treatment of a variety of disorders, including
cancer, fibrosis and scleroderma, are discussed. Finally, Raju, Goldberg and
Rubin discuss the therapeutic potential of targeting the bacterial degradative
proteases, which have important roles in key processes such as the regulation
of stress responses, cellular replication and division, and virulence. They focus
on those proteases that represent the most appealing therapeutic targets,
highlighting recent advances and challenges in developing modulators of

these enzymes as novel antibacterial agents.

EDITORIAL OFFICE

LONDON NatureReviews@nature.com
The Macmillan Building, 4 Crinan Street,
London N1 9XW, UK

Tel: +44 (0)20 7843 3620;

Fax: +44 (0)20 7843 3629

To subscribe and for more detailed information visit
www.nature.com/reviews/drugdisc

CHIEF EDITOR: Peter Kirkpatrick

SENIOR EDITORS: Alexandra Flemming,
Charlotte Harrison, Sarah Crunkhorn,
Monica Hoyos Flight

SENIOR NEWS EDITOR: Asher Mullard
ASSISTANT EDITOR: Man Tsuey Tse

COPY EDITOR: Mariam Farugi

SENIOR COPY EDITORS: Catriona Rodwell,
Lucie Wootton, Isabel Woodman

COPY EDITING MANAGER: Lewis Packwood
ART CONTROLLER: Susanne Harris
SENIOR ART EDITORS: Vicky Summersby,
Patrick Morgan, Kirsten Lee

MANAGING PRODUCTION EDITOR: Judith Shadwell EDITORS
SENIOR PRODUCTION EDITOR: Simon Fenwick
PRODUCTION CONTROLLER: Natalie Smith

SENIOR EDITORIAL ASSISTANTS: Laura Corns,

Ella Lines

WEB PRODUCTION MANAGER: Dipti Shah

MARKETING MANAGERS: Tim Redding, Nazly De La Rosa
PUBLISHING DIRECTOR: Peter Collins

NEW YORK nature@natureny.com > ‘ v

Nature Publishing Group, 75 Varick Street, 9th floor, . L

New York, NY 10013-1917, USA PETER KIRKPATRICK ALEXANDRA FLEMMING
Tel: +1 212 726 9200;
Fax: +1 212 696 9006

PUBLISHER (BIOPHARMA): Melanie Brazil

CHARLOTTE HARRISON

CUSTOMER SERVICES: Feedback@nature.com

Copyright © 2012 Nature Publishing Group
Printed in Wales by Cambrian Printers on acid-free paper.

A

SARAH CRUNKHORN ASHER MULLARD MAN TSUEY TSE

NATURE REVIEWS ‘ DRUG DISCOVERY

VOLUME 11 [ OCTOBER 2012 | 731

© 2012 Macmillan Publishers Limited. All rights reserved




	In this issue



