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PD-1 Blockade Expands Intratumoral Memory T Cells
Tumor responses to programmed cell death protein 1 (PD-1) blockade therapy are mediated by T cells, which we
characterized in 102 tumor biopsies obtained from 53 patients treated with pembrolizumab, an antibody to PD-1. Biopsies
were dissociated, and single-cell infiltrates were analyzed by multicolor flow cytometry using two computational
approaches to resolve the leukocyte phenotypes at the single-cell level. There was a statistically significant increase in the
frequency of T cells in patients who responded to therapy. The frequency of intratumoral B cells and monocytic myeloid-
derived suppressor cells significantly increased in patients' biopsies taken on treatment. The percentage of cells with a
regulatory T-cell phenotype, monocytes, and natural killer cells did not change while on PD-1 blockade therapy. CD8+
memory T cells were the most prominent phenotype that expanded intratumorally on therapy. However, the frequency of
CD4+ effector memory T cells significantly decreased on treatment, whereas CD4+ effector T cells significantly increased
in nonresponding tumors on therapy. In peripheral blood, an unusual population of blood cells expressing CD56 was
detected in two patients with regressing melanoma. In conclusion, PD-1 blockade increases the frequency of T cells, B
cells, and myeloid-derived suppressor cells in tumors, with the CD8+ effector memory T-cell subset being the major T-cell
phenotype expanded in patients with a response to therapy.
 
General information
State: Published
Organisations: Department of Systems Biology, Center for Biological Sequence Analysis, University of California,
Columbia University, CytoAnalysis, Roswell Park Cancer Institute
Authors: Ribas, A. (Ekstern), Shin, D. S. (Ekstern), Zaretsky, J. (Ekstern), Frederiksen, J. W. (Intern), Cornish, A. (Ekstern)
, Avramis, E. (Ekstern), Seja, E. (Ekstern), Kivork, C. (Ekstern), Siebert, J. (Ekstern), Kaplan-Lefko, P. (Ekstern), Wang, X.
(Ekstern), Chmielowski, B. (Ekstern), Glaspy, J. A. (Ekstern), Chodon, T. (Ekstern), Tumeh, P. C. (Ekstern), Pe'er, D.
(Ekstern), Comin-Anduix, B. (Ekstern)
Number of pages: 10
Pages: 194-203
Publication date: 2016
Main Research Area: Technical/natural sciences
 
Publication information
Journal: Cancer Immunology Research 
Volume: 4
Issue number: 3
ISSN (Print): 2326-6066
Ratings: 
Web of Science (2017): Indexed Yes 
Scopus rating (2016): SJR 3.657 SNIP 1.256 CiteScore 7.13 
Web of Science (2016): Indexed yes 
Scopus rating (2015): SJR 2.732 CiteScore 5.19 
Scopus rating (2014): SJR 1.59 CiteScore 3.56 
Original language: English
Research Articles
DOIs: 
10.1158/2326-6066.CIR-15-0210 
Source: FindIt
Source-ID: 277281403
Publication: Research - peer-review › Journal article – Annual report year: 2016

 

brought to you by COREView metadata, citation and similar papers at core.ac.uk

provided by Online Research Database In Technology

https://core.ac.uk/display/43256392?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1

