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The success of adoptive T cell-based immunotherapy
(ACT) in cancer is limited in part by the accumulation
of myeloid-derived suppressor cells (MDSC), which
block several T cell functions, including proliferation
and expression of effector mediators. Paradoxically, inhi-
bition of CD8+ T cell differentiation during the pre-
ACT phase also showed to increase anti-tumor efficacy.
Thus, we aimed to determine the effect of MDSC on
T cell differentiation and on ACT efficacy after in vitro
conditioning of CD8+ T cells. Results indicate that
MDSC block the differentiation of CD8+ T cells into
effector cells, without altering their activation status,
production of IL-2, or signaling through the T cell
receptor. Moreover, culturing of CD8+ T cells in the
presence of MDSC resulted in an increased ACT anti-
tumor activity and elevated frequency and IFNg produc-
tion after transfer onto tumor-bearing mice. Additional
findings confirmed that undifferentiated CD62L+ T cells
mediated the enhanced anti-tumor activity triggered by
MDSC-exposed T cells. Mechanistic studies showed that
MDSC restricted de novo protein synthesis and activity
of mechanistic target of rapamycin (mTOR) in T cells.
Silencing of the negative mTOR regulator tuberous
sclerosis complex 2 restored mTOR activity in T cells
co-cultured with MDSC, but resulted in T cell apopto-
sis. Thus, our results indicate that culturing of CD8+

T cells in the presence of MDSC improves their anti-
tumor efficacy, frequency, and function after ACT possibly
through inhibition of mTOR signaling. Continuation of
this research will enable the development of novel strate-
gies to enhance the efficacy of ACT in cancer.

Published: 4 November 2015

doi:10.1186/2051-1426-3-S2-P413
Cite this article as: Raber et al.: Antigen-specific T cells conditioned with
MDSC display a surprising increased anti-tumor activity after adoptive
T cell-based immunotherapy. Journal for ImmunoTherapy of Cancer 2015 3
(Suppl 2):P413.

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

• Convenient online submission

• 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

Submit your manuscript at 
www.biomedcentral.com/submit

LSU-HSC, New Orleans, LA, USA

Raber et al. Journal for ImmunoTherapy of Cancer 2015, 3(Suppl 2):P413
http://www.immunotherapyofcancer.org/content/3/S2/P413

© 2015 Raber et al. This is an Open Access article distributed under the terms of the Creative Commons 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/licenses/by/4.0
http://creativecommons.org/publicdomain/zero/1.0/
http://creativecommons.org/publicdomain/zero/1.0/

	Antigen-specific T cells conditioned with MDSCdisplay a surprising increased anti-tumor activityafter adoptive T cell-based immunotherapy

