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We thank the authors for the in-depth commentary on our 
recently published manuscript “Activation and Proliferation 
of PD-1+ Kidney Double-Negative T Cells Is Dependent 
on Nonclassical MHC Proteins and IL-2” (1). The 
authors have very nicely reviewed the historic aspects, key 
publications and challenges in studying kidney TCRαβ 
double negative (DN) T cells. We particularly appreciate 
how balanced and rigorous it was. We concur that our 
understanding of DN T cells is severely lagging behind that 
of other lymphocyte lineages. A main reason is the lack of 
surface markers that specifically identify DN T cells, which 
is necessary to replace current approaches that use exclusion 
to identify DN T cells. We agree with their point that the 
best current markers to identify DNT cells is a combination 
of expression and absence of select surface molecules leading 
to the profile of CD45+TCRαβ+CD1d–CD4–CD8– (2). 
As stated in their commentary, discrepancies in DN T cell 
frequency in different publications may be due to different 
gating strategies and different methods of tissue processing. 

Similar to our original findings Nemenoff et al., were able 
to detect the PD-1+ subset of kidney DNT cells in B6 mice. 
However, their frequency is lower than we detected in younger, 
8–10 weeks old mice. Another possible difference was that we 
included CD45intTCR int lymphocytes while gating. Tight gating 
by Nemenoff et al., might have also contributed to detection 
of fewer PD-1+ DNT cells. Analysis of kidney DN T cells in 
ADPCKD models is novel. Perhaps future functional studies of 
the DN T cells in these setting may reveal important changes in 
normal and diseased kidneys that were not seen during simple 
analysis of absolute numbers and frequencies.
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