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cover illustration

The DNA-binding domain of the tumor
suppressor p53 is of low intrinsic
stability, making it prone to aggregation
and also susceptible to inactivation by
oncogenic mutations. The domain was
stabilized by rational design of its
hydrophobic core. Residues that form
sub-optimal buried hydrogen bonds
(Tyr236 and Thr253) were replaced by
hydrophobic residues (Phe and lle), as
found in the more stable paralogs p63
and p73, and the effects of mutation
were characterized using a range of
biophysical and structural techniques.
The cover shows the crystal structure
of this p53 mutant. The stabilizing
substitutions in the hydrophobic core
of the beta-sandwich are highlighted in
green. For further details please see
Khoo et al. pp. 421-430.

editorial board

Tom Alber; US

Neils Andersen, US
Frances Arnold, US

P Balaram, India

Lars Baltzer, Sweden
Hagan Bayley, UK
Hugues Bedouelle, France
Albert Berghuis, Canada
Alan Berry, UK

Paula Booth, UK

Carl Borrebaeck, Sweden
Stephen Bottomley, Australia
Andrew Bradbury, US
Dennis Burton, US

Paul Carter;, US

Ashutosh Chilkoti, US
Jason Chin, UK

Fabrizio Chiti, ltaly

Brian Clark, Denmark
Jane Clarke, UK

Marius Clore, US

Fred Cohen, US

Matt Cordes, US

Mirek Cygler; Canada
Alan Davidson, Canada
Michael Deem, US
William DeGrado, US
Bauke Dijkstra, Netherlands
Christopher Dobson, UK
William Eaton, US

David Eisenberg, US
Edward Eisenstein, US
Jacques Fastrez, Belgium
Angelo Fontana, ltaly
Assaf Friedler, Israel
Stefano Gianni, Italy
Adrian Goldman, Finland
Richard Goldstein, UK
Andrew Griffiths, UK
Angela Gronenborn, US
Bernd Gutte, Switzerland
Michael Hecht, US

Don Hilvert, Switzerland
Phil Holliger, UK

Hennie Hoogenboom, Netherlands
Nick Hoogenraad, Australia
Amnon Horovitz, Israel
Arthur Horwich, US
Peter Hudson, Australia
James Huston, US

Taiji Imoto, Japan

Leo James, UK

Dick Janssen, Netherlands
Laurent Jespers, UK

Jeffi Kelly, US

Thomas Kiefhaber, Germany
Andreas Kungl, Austria

production editor
Joy Davies, Oxford University Press

Robin Leatherbarrow, UK
George Makhatadze, US
Bengt Mannervik, Sweden
Susan Marqusee, US
James Marks, US
Andreas Matouschek, US
Brian Matthews, US
Stephen Mayo, US

Liz Meiering, Canada
Vadim Mesyanzhinov, Russia
Andrew Miranker, US
Kosuke Morikawa, Japan
Regina Murphy, US
Haruki Nakamura, Japan
Dario Neri, Switzerland
Feng Ni, Canada

Robin Offord, Switzerland
Mikael Oliveberg, Sweden
David Ollis, Australia
Christine Orengo, UK
Jane Osbourn, UK

Hartmut Oschkinat, Germany

Daniel Otzen, Denmark

Rebecca Wade, Germany
Rik Wierenga, Finland
Tony Wilkinson, UK
Roger Williams, UK
Stephen Withers, Canada
Kambo Wong, Hong Kong
Dek Woolfson, UK

Anna Wu, US

Todd Yeates, US

Mark Zoller, US

Evamaria Petersen, Denmark
Andreas Plueckthun, Switzerland
Flemming Poulsen, Denmark
Sheena Radford, UK

Ron Raines, US

Daniel Raleigh, US
Anthony Rees, Sweden
Lynne Regan, US

Heinrich Roder; USA

Peter Roepstorff, Denmark
Steven Russell, US

Andrej Sali, US

Mark Sansom, UK

Harold Scheraga, US
Gideon Schreiber, Israel
Klaus Schulten, US

Luis Serrano, Germany

PC Shaw, Hong Kong
Arne Skerra, Germany
Dieter Soll, US

Tobin Sosnick, US

Patrick Stayton, US
Michael Sternberg, UK
Robert Stroud, US

Joel Sussman, Israel

Lukas Tamm, US

Dan Tawfik, Israel

David Thirumalai, US

Hans Thegersen, Denmark
Janet Thornton, UK

Bruce Tidor, US

Peter Tieleman, Canada
Jayant Udgaonkar, India
Mathias Uhlen, Sweden
Sally Ward, USA



SUBSCRIPTIONS

A subscription to PEDS comprises 12 issues. Prices include postage by surface mail, or
for subscribers in the USA and Canada by airfreight, or in India, Japan, Australia and
New Zealand, by Air Speeded Post. Airmail rates are available on request. PEDS
Advance Access contains papers that have recently been accepted, but have not yet
been included within an issue. Advance Access is updated weekly.

Annual Subscription Rate (Volume 22, 12 issues, 2009)

Institutional

Print edition and site-wide online access: £866/$1732/€1299

Print edition only: £823/$1646/€1235

Site-wide online access only: £771/$1542/€1157

Personal

Print edition and individual online access: £244/$488/€366

Please note: US$ rate applies to US & Canada, Euros applies to Europe, UK£ applies
to UK and Rest of World

There may by other subscription rates available, for a complete listing please visit
www.peds.oxfordjournals.org/subscriptions.

Full prepayment, in the correct currency, is required for all orders. Orders are regarded
as firm and payments are not refundable. Subscriptions are accepted and entered on a
complete volume basis. Claims cannot be considered more than FOUR months after
publication or date of order, whichever is later. All subscriptions in Canada are subject
to GST. Subscriptions in the EU may be subject to European VAT. If registered, please
supply details to avoid unnecessary charges. For subscriptions that include online
versions, a proportion of the subscription price may be subject to UK VAT. Personal
rate subscriptions are only available if payment is made by personal cheque or credit
card and delivery is to a private address.

The current year and two previous years’ issues are available from Oxford University
Press. Previous volumes can be obtained from the Periodicals Service Company, 11
Main Street, Germantown, NY 12526, USA. Email: psc@periodicals.com. Tel: +1
(518) 537 4700. Fax: +1 (518) 537 5899.

For further information, please contact: Journals Customer Service Department,
Oxford University Press, Great Clarendon Street, Oxford OX2 6DP, UK. Email:
jnls.cust.serv@oxfordjournals.org. Tel (and answerphone outside normal working
hours): +44 (0)1865 353907. Fax: + 44 (0)1865 353485. In the US, please contact:
Journals Customer Service Department, Oxford University Press, 2001 Evans Road,
Cary, NC 27513, USA. Email: jnlorders @oxfordjournals.org. Tel (and answerphone
outside normal working hours): 800 852 7323 (toll-free in USA/Canada). Fax: 919 677
1714. In Japan, please contact: Journals Customer Services, Oxford Journals, Oxford
University Press, Tokyo, 4-5-10-8F Shiba, Minato-ku, Tokyo 108-8386, Japan.

Email: custserv.jp@oxfordjournals.org. Tel: +81 3 5444 5858. Fax: +81 3 3454 2929.

Methods of payment. (i) Cheque (payable to Oxford University Press to Oxford
University Press, Cashiers Office, Great Clarendon Street, Oxford OX2 6DP, UK) in

GB¢ sterling (drawn on a UK bank), in US$ Dollars (drawn on a US bank), or EU€
Euros. (ii) Bank transfer to Barclays Bank Plc, Oxford Group Office, Oxford (bank sort
code: 20-65-18) (UK), overseas only Swift code BARC GB22 (GB£ Sterling to
account no. 70299332, IBAN GB89BARC20651870299332; US$ Dollars to account
no. 66014600, IBAN GB27BARC20651866014600; EU€ Euros to account no.
78923655, IBAN GB16BARC20651878923655). (iii) Credit card (Mastercard, Visa,
Switch or American Express).

PEDS is published 12 times a year by Oxford University Press, Oxford, UK. Annual
subscription price is £866/$1732/€1299. PEDS is distributed by Mercury International,
365 Blair Road, Avenel, NJ 07001, USA. Periodicals postage paid at Rahway, NJ and
at additional entry points.

US Postmaster: send address changes to PEDS (ISSN 1741-0126), c/o Mercury
International, 365 Blair Road, Avenel, NJ 07001, USA.

DOIs

For information about DOIs and to resolve them, please visit http:www.doi.org/
index.html

Permissions

For information on how to request permissions to reproduce articles/information from
this journal, please visit www.oxfordjournals.org/permissions.

Advertising

Advertising, insert and artwork enquiries should be addressed to Advertising and
Special Sales, Oxford Journals, Oxford University Press, Great Clarendon Street,
Oxford OX2 6DP, UK. Tel: +44 (0)1865 354767; Fax: +44 (0)1865 353774; E-mail:
jnlsadvertising @oxfordjournals.org.

Disclaimer

Statements of fact and opinion in the articles in PEDS are those of the

respective authors and contributors and not of Oxford University Press. Oxford
University Press does not make any representation, express or implied, in respect of the
accuracy of the material in this journal and cannot accept any legal responsibility or
liability for any errors or omissions that may be made. The reader should make his/her
own evaluation as to the appropriateness or otherwise of any experimental technique
described.

(© Oxford University Press 2009

All rights reserved; no part of this publication may be reproduced, stored in a retrieval
system, or transmitted in any form or by any means, electronic, mechanical, photocopy-
ing, recording, or otherwise without prior written permission of the Publishers, or a
licence permitting restricted copying issued in the UK by the Copyright Licensing
Agency Ltd, 90 Tottenham Court Road, London W1P 9HE, or in the USA by the
Copyright Clearance Center, 222 Rosewood Drive, Danvers, MA 01923.

Typeset by Techset, Salisbury, UK
Printed by C.O.S. Printers Pte Ltd, Singapore.





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




