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Abstract

Regulatory T cells (Tregs) play a central role in in tumor escape from
immunosurveillance. We report that a bispecific T-cell engager (BIiTE) targeting a
mutated form of the epidermal growth factor receptor, i.e., EGFRVIII, potently redirects

Tregs to kill glioblastoma through the granzyme-perforin pathway.
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Glioblastoma multiforme (GBM) is the most common and aggressive primary malignant
brain tumor. Despite multimodal therapy including surgical resection, radiation therapy
and chemotherapy, GBM is uniformly lethal with a median survival of less than 15
months.L In addition, currently available treatments can cause collateral, toxic effects
to surrounding, non-transformed, healthy cells. By contrast, immunological targeting of
tumor-specific mutations can allow for eradication neoplastic cells while leaving

otherwise eloquent tissues intact.

T cells in particular play a major role in mounting effective antitumor immune
responses, in some instances eradicating bulky, invasive neoplasms. Still, the
widespread use of T cell-based immunotherapy faces a number of challenges. First,
non-specific activation of endogenous T cells, such as through global ligation with
monoclonal antibodies, has resulted in disastrous autoimmune effects.2 In addition, the
development of tumor antigen specific T cells is laborious, often inconsistent, and
further complicated by the need for adoptive transfer of lymphocytes and genetic
modification through retroviral transduction. Lastly, regulatory T cells (Tregs) heavily
infiltrate GBM and other solid tumor lesions, leading to potent suppression of anti-tumor

immune responses and eventual tumor escape from immune-mediated rejection.

Addressing these barriers, an emerging immunotherapeutic approach is the use of
bispecific antibodies designed to engage and activate circulating T cells, but only in the
presence of a specific target antigen, thus affording potent and specific tumor cell lysis.
One prominent subclass of the bispecific antibody format is the bispecific T-cell engager
(BIiTE). BiTEs consist of two single-chain variable fragments translated in tandem, with
an effector-binding arm specific for the € subunit of the CD3 activating complex
expressed on the surface of T cells,2 and a target-binding arm that can be directed
against any number of epitopes that are differentially expressed on the surface of
tumor cells.2 A novel BiTE directed against a mutated form of the epidermal growth
factor receptor (EGFRvVIII)2 holds great promise for improving the treatment of patients
with GBM.&Z Upon peripheral administration in mice, the EGFRvIII BiTE localized to
intracerebral tumors and recruited previously inactive T cells to eliminate EGFRvIII-

expressing GBM, with complete response rates as high as 75%.8

We have recently demonstrated that the EGFRvlIlI-specific BiTE addresses another
critical barrier that has traditionally impeded effective translation of immunotherapy,
that is, the profound immunosuppressive state established by tumor-infiltrating Tregs.2

One mechanism by which Tregs actively suppress and kill autologous immune cells is



through elaboration of the granzyme-perforin pathway.12 However, until our study it
was unknown whether the cytotoxic mechanisms present in Tregs could be redirected to
kill other types of cells, including tumors for example. Indeed, we found that not only
did highly-purified Tregs €xpress elevated levels of granzyme and perforin following
BiTE-mediated activation, but that EGFRvlII-specific BiTE ultimately redirected Tegs to
efficiently lyse EGFRvllI-expressing GBM. This activity was significantly abrogated in the
presence of specific inhibitors of granzyme- and perforin-mediated cell death (Fig. 1).
Of note, immunohistochemical analyses of human GBM revealed diffuse infiltration with
granzyme-expressing T cells also positive for the key T(eq transcription factor, FoxP3.

Figure 1. A bispecific T-cell engager specific for epidermal growth factor receptor variant
[l (EGFRvVIII) redirects regulatory T cells to kill malignant brain tumor cells. EGFRvIII-
specific BiTE harnesses the natural cytotoxic potential of regulatory T cells (Tregs),
resulting in potent and efficient lysis of tumor cells via the granzyme-perforin pathway.
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In addition to being present in GBM, intratumoral Tregs are positively correlated with
overall malignant behavior. When Tregs are depleted in vitro, autologous T-cell



proliferation and cytokine secretion return to normal levels. Furthermore, in vivoTreg
depletion in tumor-bearing mice prolongs survival.1l Several investigators have
attempted to translate these findings to enhance immune responses in human studies;
however, strategies designed to deplete Tregs in the periphery do not efficiently
eliminate the infiltrating, intratumoral population of Tregs, Wwhich may limit the
therapeutic benefit of this approach. As a potential alternative, we have demonstrated
that Tregs present in GBM may actually possess natural cytotoxic functions that can be
reappropriated to directly kill tumors, and have provided data to support that such
mechanisms can be manipulated advantageously through use of the BIiTE therapeutic
platform.

While these findings were obtained in the context of an EGFRuvIII-specific BiTE, it is
reasonable to believe that they can be extended to BiTEs targeting other tumor
antigens. Further experiments are needed to elucidate the implications of our work with
regard to the basic biology of Tregs their cytotoxicity in the context of endogenous T
cell receptor engagement, and the role of granzyme- and perforin-expressing Tregs that

are naturally present in the tumor microenvironment.

Disclosure of Potential Conflicts of Interest

No potential conflicts of interest were disclosed.

Citation: Choi BD, Gedeon PC, Sanchez-Perez L, Bigner DD, Sampson JH. Regulatory T
cells are redirected to kill glioblastoma by an EGFRvlII-targeted bispecific antibody.
Oncolmmunology 2013; 2:e26757; 10.4161/0onci.26757

References

1. Stupp R, Mason WP, van den Bent MJ, Weller M, Fisher B, Taphoorn MJ, Belanger K,
Brandes AA, Marosi C, Bogdahn U, et al, European Organisation for Research and
Treatment of Cancer Brain Tumor and Radiotherapy Groups, National Cancer Institute
of Canada Clinical Trials Group. Radiotherapy plus concomitant and adjuvant


http://10.0.16.65/onci.26757

temozolomide for glioblastoma. N Engl )] Med 2005; 352:987 - 96;
http://dx.doi.org/10.1056/NEJM0a043330; PMID: 15758009

PubMed Web of Science ® Google Scholar

. Suntharalingam G, Perry MR, Ward S, Brett S), Castello-Cortes A, Brunner MD,
Panoskaltsis N. Cytokine storm in a phase 1 trial of the anti-CD28 monoclonal
antibody TGN1412. N Engl ] Med 2006; 355:1018 - 28;
http://dx.doi.org/10.1056/NEJM0a063842; PMID: 16908486

PubMed Web of Science ® Google Scholar

. Choi BD, Cai M, Bigner DD, Mehta Al, Kuan CT, Sampson JH. Bispecific antibodies
engage T cells for antitumor immunotherapy. Expert Opin Biol Ther 2011; 11:843 -
53; http://dx.doi.org/10.1517/14712598.2011.572874; PMID: 21449821

PubMed Web of Science ® Google Scholar

. Choi BD, Gedeon PC, Kuan CT, Sanchez-Perez L, Archer GE, Bigner DD, Sampson JH.
Rational design and generation of recombinant control reagents for bispecific
antibodies through CDR mutagenesis. ] Immunol Methods 2013; 395:14 - 20;
http://dx.doi.org/10.1016/j.jim.2013.06.003; PMID: 23806556

PubMed Web of Science ® Google Scholar

. Choi BD, Archer GE, Mitchell DA, Heimberger AB, McLendon RE, Bigner DD, Sampson
JH. EGFRuvllI-targeted vaccination therapy of malignant glioma. Brain Pathol 2009;
19:713 - 23; http://dx.doi.org/10.1111/j.1750-3639.2009.00318.x; PMID: 19744042

PubMed Web of Science ® Google Scholar

. Choi BD, Kuan CT, Cai M, Archer GE, Mitchell DA, Gedeon PC, Sanchez-Perez L, Pastan
|, Bigner DD, Sampson JH. Systemic administration of a bispecific antibody targeting
EGFRUVIII successfully treats intracerebral glioma. Proc Natl Acad Sci U S A 2013;
110:270 - 5; http://dx.doi.org/10.1073/pnas.1219817110; PMID: 23248284

PubMed Web of Science ® Google Scholar


https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_2_1&dbid=8&doi=10.4161%2Fonci.26757&key=15758009&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1056%2FNEJMoa043330&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_2_1&dbid=128&doi=10.4161%2Fonci.26757&key=WOS%3A000227491200007&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1056%2FNEJMoa043330&linkType=ISI&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D352%26publication_year%3D2005%26pages%3D987-96%26journal%3DN%2BEngl%2BJ%2BMed%26author%3DR%2BStupp%26author%3DWP%2BMason%26author%3DMJ%2Bvan%2Bden%2BBent%26author%3DM%2BWeller%26author%3DB%2BFisher%26author%3DMJ%2BTaphoorn%26author%3DK%2BBelanger%26author%3DAA%2BBrandes%26author%3DC%2BMarosi%26author%3DU%2BBogdahn%26title%3DRadiotherapy%2Bplus%2Bconcomitant%2Band%2Badjuvant%2Btemozolomide%2Bfor%2Bglioblastoma%26pmid%3D15758009%26doi%3D10.1056%252FNEJMoa043330&doi=10.4161%2Fonci.26757&doiOfLink=10.1056%2FNEJMoa043330&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_3_1&dbid=8&doi=10.4161%2Fonci.26757&key=16908486&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1056%2FNEJMoa063842&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_3_1&dbid=128&doi=10.4161%2Fonci.26757&key=000240273300007&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1056%2FNEJMoa063842&linkType=ISI&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D355%26publication_year%3D2006%26pages%3D1018-28%26journal%3DN%2BEngl%2BJ%2BMed%26author%3DG%2BSuntharalingam%26author%3DMR%2BPerry%26author%3DS%2BWard%26author%3DSJ%2BBrett%26author%3DA%2BCastello-Cortes%26author%3DMD%2BBrunner%26author%3DN%2BPanoskaltsis%26title%3DCytokine%2Bstorm%2Bin%2Ba%2Bphase%2B1%2Btrial%2Bof%2Bthe%2Banti-CD28%2Bmonoclonal%2Bantibody%2BTGN1412%26pmid%3D16908486%26doi%3D10.1056%252FNEJMoa063842&doi=10.4161%2Fonci.26757&doiOfLink=10.1056%2FNEJMoa063842&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_4_1&dbid=8&doi=10.4161%2Fonci.26757&key=21449821&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1517%2F14712598.2011.572874&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_4_1&dbid=128&doi=10.4161%2Fonci.26757&key=000291223100003&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1517%2F14712598.2011.572874&linkType=ISI&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D11%26publication_year%3D2011%26pages%3D843-53%26journal%3DExpert%2BOpin%2BBiol%2BTher%26author%3DBD%2BChoi%26author%3DM%2BCai%26author%3DDD%2BBigner%26author%3DAI%2BMehta%26author%3DCT%2BKuan%26author%3DJH%2BSampson%26title%3DBispecific%2Bantibodies%2Bengage%2BT%2Bcells%2Bfor%2Bantitumor%2Bimmunotherapy%26pmid%3D21449821%26doi%3D10.1517%252F14712598.2011.572874&doi=10.4161%2Fonci.26757&doiOfLink=10.1517%2F14712598.2011.572874&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_5_1&dbid=8&doi=10.4161%2Fonci.26757&key=23806556&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1016%2Fj.jim.2013.06.003&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_5_1&dbid=128&doi=10.4161%2Fonci.26757&key=000324012500002&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1016%2Fj.jim.2013.06.003&linkType=ISI&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D395%26publication_year%3D2013%26pages%3D14-20%26journal%3DJ%2BImmunol%2BMethods%26author%3DBD%2BChoi%26author%3DPC%2BGedeon%26author%3DCT%2BKuan%26author%3DL%2BSanchez-Perez%26author%3DGE%2BArcher%26author%3DDD%2BBigner%26author%3DJH%2BSampson%26title%3DRational%2Bdesign%2Band%2Bgeneration%2Bof%2Brecombinant%2Bcontrol%2Breagents%2Bfor%2Bbispecific%2Bantibodies%2Bthrough%2BCDR%2Bmutagenesis%26pmid%3D23806556%26doi%3D10.1016%252Fj.jim.2013.06.003&doi=10.4161%2Fonci.26757&doiOfLink=10.1016%2Fj.jim.2013.06.003&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_6_1&dbid=8&doi=10.4161%2Fonci.26757&key=19744042&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1111%2Fj.1750-3639.2009.00318.x&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_6_1&dbid=128&doi=10.4161%2Fonci.26757&key=000269575600015&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1111%2Fj.1750-3639.2009.00318.x&linkType=ISI&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D19%26publication_year%3D2009%26pages%3D713-23%26journal%3DBrain%2BPathol%26author%3DBD%2BChoi%26author%3DGE%2BArcher%26author%3DDA%2BMitchell%26author%3DAB%2BHeimberger%26author%3DRE%2BMcLendon%26author%3DDD%2BBigner%26author%3DJH%2BSampson%26title%3DEGFRvIII-targeted%2Bvaccination%2Btherapy%2Bof%2Bmalignant%2Bglioma%26pmid%3D19744042%26doi%3D10.1111%252Fj.1750-3639.2009.00318.x&doi=10.4161%2Fonci.26757&doiOfLink=10.1111%2Fj.1750-3639.2009.00318.x&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_7_1&dbid=8&doi=10.4161%2Fonci.26757&key=23248284&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1073%2Fpnas.1219817110&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_7_1&dbid=128&doi=10.4161%2Fonci.26757&key=000313630300062&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1073%2Fpnas.1219817110&linkType=ISI&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D110%26publication_year%3D2013%26pages%3D270-5%26journal%3DProc%2BNatl%2BAcad%2BSci%2BU%2BS%2BA%26author%3DBD%2BChoi%26author%3DCT%2BKuan%26author%3DM%2BCai%26author%3DGE%2BArcher%26author%3DDA%2BMitchell%26author%3DPC%2BGedeon%26author%3DL%2BSanchez-Perez%26author%3DI%2BPastan%26author%3DDD%2BBigner%26author%3DJH%2BSampson%26title%3DSystemic%2Badministration%2Bof%2Ba%2Bbispecific%2Bantibody%2Btargeting%2BEGFRvIII%2Bsuccessfully%2Btreats%2Bintracerebral%2Bglioma%26pmid%3D23248284%26doi%3D10.1073%252Fpnas.1219817110&doi=10.4161%2Fonci.26757&doiOfLink=10.1073%2Fpnas.1219817110&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT

. Gedeon PC, Choi BD, Hodges TR, Mitchell DA, Bigner DD, Sampson JH. An EGFRvIII-
targeted bispecific T-cell engager overcomes limitations of the standard of care for
glioblastoma. Expert Rev Clin Pharmacol 2013; 6:375 - 86;
http://dx.doi.org/10.1586/17512433.2013.811806; PMID: 23927666

PubMed Web of Science ® Google Scholar

. Choi BD, Pastan |, Bigner DD, Sampson JH. A novel bispecific antibody recruits T cells
to eradicate tumors in the “immunologically privileged” central nervous system.
Oncoimmunology 2013; 2:€23639; http://dx.doi.org/10.4161/onci.23639; PMID:
23734318

PubMed Google Scholar

. Choi BD, Gedeon PC, Herndon JE 2nd, Archer GE, Reap EA, Sanchez-Perez L, et al.
Human Regulatory T Cells Kill Tumor Cells through Granzyme-Dependent cytotoxicity
Upon Retargeting with a Bispecific Antibody. Cancer Immunol Res 2013; 1:163 - 7;
http://dx.doi.org/10.1158/2326-6066.CIR-13-0049

PubMed Web of Science ® Google Scholar

. Grossman WjJ, Verbsky JW, Barchet W, Colonna M, Atkinson JP, Ley TJ. Human T
regulatory cells can use the perforin pathway to cause autologous target cell death.
Immunity 2004; 21:589 - 601; http://dx.doi.org/10.1016/j.immuni.2004.09.002; PMID:
15485635

PubMed Web of Science ® Google Scholar

. Fecci PE, Mitchell DA, Whitesides JF, Xie W, Friedman AH, Archer GE, Herndon JE 2nd,
Bigner DD, Dranoff G, Sampson JH. Increased regulatory T-cell fraction amidst a
diminished CD4 compartment explains cellular immune defects in patients with
malignant glioma. Cancer Res 2006; 66:3294 - 302; http://dx.doi.org/10.1158/0008-
5472.CAN-05-3773; PMID: 16540683

PubMed Web of Science ® Google Scholar

Download PDF


https://www.tandfonline.com/doi/pdf/10.4161/onci.26757
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_8_1&dbid=8&doi=10.4161%2Fonci.26757&key=23927666&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1586%2F17512433.2013.811806&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_8_1&dbid=128&doi=10.4161%2Fonci.26757&key=000209295300011&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1586%2F17512433.2013.811806&linkType=ISI&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D6%26publication_year%3D2013%26pages%3D375-86%26journal%3DExpert%2BRev%2BClin%2BPharmacol%26author%3DPC%2BGedeon%26author%3DBD%2BChoi%26author%3DTR%2BHodges%26author%3DDA%2BMitchell%26author%3DDD%2BBigner%26author%3DJH%2BSampson%26title%3DAn%2BEGFRvIII-targeted%2Bbispecific%2BT-cell%2Bengager%2Bovercomes%2Blimitations%2Bof%2Bthe%2Bstandard%2Bof%2Bcare%2Bfor%2Bglioblastoma%26pmid%3D23927666%26doi%3D10.1586%252F17512433.2013.811806&doi=10.4161%2Fonci.26757&doiOfLink=10.1586%2F17512433.2013.811806&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_9_1&dbid=8&doi=10.4161%2Fonci.26757&key=23734318&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.4161%2Fonci.23639&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D2%26publication_year%3D2013%26pages%3De23639%26journal%3DOncoimmunology%26author%3DBD%2BChoi%26author%3DI%2BPastan%26author%3DDD%2BBigner%26author%3DJH%2BSampson%26title%3DA%2Bnovel%2Bbispecific%2Bantibody%2Brecruits%2BT%2Bcells%2Bto%2Beradicate%2Btumors%2Bin%2Bthe%2B%25E2%2580%259Cimmunologically%2Bprivileged%25E2%2580%259D%2Bcentral%2Bnervous%2Bsystem%26pmid%3D23734318%26doi%3D10.4161%252Fonci.23639&doi=10.4161%2Fonci.26757&doiOfLink=10.4161%2Fonci.23639&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_10_1&dbid=8&doi=10.4161%2Fonci.26757&key=24570975&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1158%2F2326-6066.CIR-13-0049&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_10_1&dbid=128&doi=10.4161%2Fonci.26757&key=000340029700005&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1158%2F2326-6066.CIR-13-0049&linkType=ISI&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D1%26publication_year%3D2013%26pages%3D163-7%26journal%3DCancer%2BImmunol%2BRes%26author%3DBD%2BChoi%26author%3DPC%2BGedeon%26author%3DJE%2BHerndon%26author%3DGE%2BArcher%26author%3DEA%2BReap%26author%3DL%2BSanchez-Perez%26title%3DHuman%2BRegulatory%2BT%2BCells%2BKill%2BTumor%2BCells%2Bthrough%2BGranzyme-Dependent%2Bcytotoxicity%2BUpon%2BRetargeting%2Bwith%2Ba%2BBispecific%2BAntibody%26doi%3D10.1158%252F2326-6066.CIR-13-0049&doi=10.4161%2Fonci.26757&doiOfLink=10.1158%2F2326-6066.CIR-13-0049&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_11_1&dbid=8&doi=10.4161%2Fonci.26757&key=15485635&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1016%2Fj.immuni.2004.09.002&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_11_1&dbid=128&doi=10.4161%2Fonci.26757&key=000224744400014&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1016%2Fj.immuni.2004.09.002&linkType=ISI&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D21%26publication_year%3D2004%26pages%3D589-601%26journal%3DImmunity%26author%3DWJ%2BGrossman%26author%3DJW%2BVerbsky%26author%3DW%2BBarchet%26author%3DM%2BColonna%26author%3DJP%2BAtkinson%26author%3DTJ%2BLey%26title%3DHuman%2BT%2Bregulatory%2Bcells%2Bcan%2Buse%2Bthe%2Bperforin%2Bpathway%2Bto%2Bcause%2Bautologous%2Btarget%2Bcell%2Bdeath%26pmid%3D15485635%26doi%3D10.1016%252Fj.immuni.2004.09.002&doi=10.4161%2Fonci.26757&doiOfLink=10.1016%2Fj.immuni.2004.09.002&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_12_1&dbid=8&doi=10.4161%2Fonci.26757&key=16540683&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1158%2F0008-5472.CAN-05-3773&linkType=PMID&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/servlet/linkout?suffix=e_1_3_3_12_1&dbid=128&doi=10.4161%2Fonci.26757&key=000236093500053&getFTLinkType=true&doiForPubOfPage=10.4161%2Fonci.26757&refDoi=10.1158%2F0008-5472.CAN-05-3773&linkType=ISI&linkSource=FULL_TEXT&linkLocation=Reference
https://www.tandfonline.com/action/getFTRLinkout?url=http%3A%2F%2Fscholar.google.com%2Fscholar_lookup%3Fhl%3Den%26volume%3D66%26publication_year%3D2006%26pages%3D3294-302%26journal%3DCancer%2BRes%26author%3DPE%2BFecci%26author%3DDA%2BMitchell%26author%3DJF%2BWhitesides%26author%3DW%2BXie%26author%3DAH%2BFriedman%26author%3DGE%2BArcher%26author%3DJE%2BHerndon%26author%3DDD%2BBigner%26author%3DG%2BDranoff%26author%3DJH%2BSampson%26title%3DIncreased%2Bregulatory%2BT-cell%2Bfraction%2Bamidst%2Ba%2Bdiminished%2BCD4%2Bcompartment%2Bexplains%2Bcellular%2Bimmune%2Bdefects%2Bin%2Bpatients%2Bwith%2Bmalignant%2Bglioma%26pmid%3D16540683%26doi%3D10.1158%252F0008-5472.CAN-05-3773&doi=10.4161%2Fonci.26757&doiOfLink=10.1158%2F0008-5472.CAN-05-3773&linkType=gs&linkLocation=Reference&linkSource=FULL_TEXT

~covering a new section
m;. Onco-Inflammation

-
ey v * Lpr ] -*

Related research @

People also read Recommended articles Cited by
33


https://www.tandfonline.com/action/clickThrough?id=113102&url=https%3A%2F%2Fwww.tandfonline.com%2Fjournals%2Fdjir20%2Fsections%2Fonco-inflammation&loc=%2Fdoi%2Ffull%2F10.4161%2Fonci.26757&pubId=47201374&placeholderId=101378&productId=3777

Information for Open access

Authors Overview

R&D professionals Open journals

Editors Open Select

Librarians Dove Medical Press
Societies F1000Research
Opportunities Help and information
Reprints and e-prints Help and contact
Advertising solutions Newsroom

Accelerated publication All journals

Corporate access solutions Books

Keep up to date

Register to receive personalised research and resources by email

8 Sign me up
X JinJe kol

Copyright © 2026 Informa UK Limited Privacy policy e Taylor& Francis

by informae--
Cookies Terms & conditions Accessibility

Registered in England & Wales No. 01072954
5 Howick Place | London | SW1P 1WG



https://authorservices.taylorandfrancis.com/
https://taylorandfrancis.com/who-we-serve/industry-government/business/
https://editorresources.taylorandfrancis.com/
https://www.tandfonline.com/page/librarians
https://www.tandfonline.com/societies
https://www.tandfonline.com/openaccess
https://www.tandfonline.com/openaccess/openjournals
https://www.tandfonline.com/openaccess/openselect
https://www.tandfonline.com/openaccess/dove
https://www.tandfonline.com/openaccess/f1000
https://taylorandfrancis.com/who-we-serve/industry-government/marketing/
https://taylorandfrancis.com/partnership/commercial/advertising-solutions/
https://taylorandfrancis.com/partnership/commercial/accelerated-publication/
https://taylorandfrancis.com/who-we-serve/industry-government/business/purchasing-options/
https://help.tandfonline.com/
https://newsroom.taylorandfrancisgroup.com/
https://www.tandfonline.com/journals?&pageSize=3000
https://www.routledge.com/
https://taylorandfrancis.formstack.com/forms/tfoguest_signup
https://facebook.com/TaylorandFrancisGroup
https://twitter.com/tandfonline
http://linkedin.com/company/taylor-&-francis-group
https://www.youtube.com/user/TaylorandFrancis
http://www.weibo.com/tandfchina
https://bsky.app/profile/tandfresearch.bsky.social
https://www.informa.com/
https://informa.com/privacy-policy/
https://privacy.informa.com/trackers/en/
https://www.tandfonline.com/terms-and-conditions
https://www.tandfonline.com/accessibility
http://taylorandfrancis.com/

