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T cells play a critical role in host defense against viruses,
intra- and extracellular microbes, and tumors. Because
foreign antigen is presented amongst a vast majority of
self-antigens, T cells have evolved the unique ability to
discriminate “self” from “non-self” with high sensitivity
and selectivity, enabling the elimination of foreign patho-
gens while largely avoiding self-reactivity. However, tis-
sue-specific autoimmunity and tolerance to or eradication
of cancer does not fit neatly into the self/non-self para-
digm because the T cell responses in these situations are
not directed to an exogenous pathogen, but rather most
often to non-mutated self-proteins.

Therefore, an important question is how the immune
system establishes suitable thresholds that allow positively
selected T cells to interact with self-ligands in the periph-
ery without causing overt activation. One hypothesis to
explain how a T cell distinguishes among different types
of self-ligands is the kinetic proof-reading theory, which
relates signaling efficacy to the life-time of the TCR (T cell
receptor)-pMHC (peptide-major histocompatibility
complex) interaction. More recently, T cell maturation
associated signaling feedback pathways have also been
hypothesized to play a role in T cell discrimination of
between self-ligands.

We are taking a variety of biophysical and cellular
imaging approaches to determine how specific thresholds
for T cell recognition of self-antigens are set. Our recent
results [1] indicate that antitumor activity and autoimmu-
nity are coupled and have a similar kinetic threshold; redu-
cing autoimmunity cannot be accomplished without
sacrificing efficacy of tumor killing. Therefore, an “optimal
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TCR affinity range” that leads to optimal tumor regression
and minimal autoimmunity is elusive and treatment
strategies focusing on increasing TCR affinities to a supra-
physiological level has most likely little therapeutic benefit.
Therefore, other approaches are needed to improve the
balance between anti-tumor responses and autoimmunity.

Our strategy to overcome this issue includes novel
methods for careful biophysical engineering of tumor-
specific TCRs to carefully balance tumor-reactivity and
autoimmunity. Furthermore, our recent preliminary data
show that TCR-proximal signaling differs significantly
between effector memory and central memory T cells
due to differential constitutive activity and localization
of signaling molecules. Understanding how activation
signaling contributes to differences in memory T cell
subset sensitivity may provide insight into how T cells
can be manipulated to achieve optimal anti-tumor sensi-
tivity. This could lead to adjuvants that target and
enhance antigen-specific T cell anti-tumor efficacy.
Together may lead to development of cancer immu-
notherapy approaches with improved outcomes.

Supported by NIH, The American Cancer Society, The
Pew Trust and The Cancer Research Institute.

Authors’ details

"Xiangxue Pharmaceutical Co, Ltd, GuangZhou, Peoples Republic of China.
°NYU School of Medicine, New York, NY, USA. *Perelman School of Medicine
University of Pennsylvania, Philadelphia, PA, USA. “Surgery Branch, National
Cancer Institute, National Institutes of Health, Bethesda, MD, USA. *New York
University, New York, NY, USA. SNorth Shore-LIJ, New Hyde Park, NY, USA.
7Umiversity of Minnesota, Minneapolis and St. Paul, Minnesota, MN, USA.
8Roche, Zirich Switzerland. °US National Institutes of Health (NIH), Bethesda,
MD, USA. "°National Cancer Institute, Bethesda, MD, USA. ""NYU Langone
Medical Center, New York, NY, USA.

© 2014 Zhong et al,; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the Creative Commons

( BioMVed Central

Attribution License (http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited. The Creative Commons Public Domain Dedication waiver (http://

creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this article, unless otherwise stated.


http://creativecommons.org/licenses/by/4.0
http://creativecommons.org/publicdomain/zero/1.0/
http://creativecommons.org/publicdomain/zero/1.0/

Zhong et al. Journal for ImmunoTherapy of Cancer 2014, 2(Suppl 3):P22 Page 2 of 2
http://www.immunotherapyofcancer.org/content/2/S3/P22

Published: 6 November 2014

Reference

1. Zhong S, et al: T-cell receptor affinity and avidity defines antitumor
response and autoimmunity in T-cell immunotherapy. Proceedings of the
National Academy of Sciences of the United States of America 2013,
110:6973-6978, doi:10.1073/pnas.1221609110.

doi:10.1186/2051-1426-2-S3-P22

Cite this article as: Zhong et al.: Engineering the immune response to
“self” for effective cancer immunotherapy. Journal for InmunoTherapy of
Cancer 2014 2(Suppl 3):P22.

Submit your next manuscript to BioMed Central
and take full advantage of:

e Convenient online submission

e Thorough peer review

¢ No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

¢ Research which is freely available for redistribution

www.biomedcentral.com/submit

Submit your manuscript at ( BioMed Central




	Authors’ details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments 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
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 500
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 500
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


