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As the presence of tumor-infiltrating lymphocytes (TILs) 
may indicate a cell-mediated immune response against 
cancer cells, many studies have vigorously assessed presence 
of TILs as a potential prognostic factor in various types of 
cancers, including bladder cancer. Interestingly, previous 
studies have reported that the prognostic impact of TILs 
on bladder cancer varies depending on the status of the 
underlying bladder cancer and subpopulations of TILs. In 
cases of non-muscle-invasive bladder cancer (NMIBC), 
increased densities of several TIL subpopulations, including 
cluster of differentiation 3+ (CD3+), CD4+, and CD8+ 
T lymphocytes, were associated with worse recurrence 
and survival (1,2). In contrast, high densities of CD3+ and 
CD8+ TIL subpopulations were usually related to favorable 
survival outcomes in muscle-invasive bladder cancer 
(MIBC); however, high levels of other markers of positive 
immune cells (FOXP3 for regulatory T cells and CD68 
for macrophages) among CD3+ or CD8+ T lymphocytes 
suggested unfavorable prognoses in MIBC (3-6). This 
correlation between high TIL densities and favorable 
survival outcomes was also identified in metastatic bladder 
cancer patients receiving platinum-based chemotherapy (7). 

In the current study that involved T1 high-grade bladder 
cancer patients, stromal TILs did not provide any significant 
prognostic information with regards to survival outcomes, 

including recurrence-free survival, progression-free survival, 
cancer-specific survival, and overall survival; however, 
stromal TILs are highly expressed in the T1b substage and 
variant histologies, indicating the association between the 
adaptive immune response and tumor progression. In the 
present study, the lack of prognostic significance of TILs 
may be due to several causes. First, the prognostic role of 
TILs may differ depending on the region in which they 
are measured. Generally, in bladder cancer, high density of 
intra-tumoral TILs tend to show better clinical outcomes 
(4,8), but high density of stromal TILs may be associated 
with worse survival outcomes (9). Second, the present study 
did not classify TILs into subpopulations according to 
specific immune markers (i.e., CD3+, CD4+, and CD8+). 
As mentioned earlier, the prognostic significance of TILs 
may be more evident when they are analyzed according to 
subpopulations (1-6).

Since the introduction of systemic immunotherapy, 
which restores anti-tumor immunity by blocking the 
immune checkpoints [i.e., programmed death 1 (PD-1), 
programmed death ligand 1 (PD-L1)], in treatment of 
bladder cancer, TILs have gained considerable interest as an 
attractive target for immunotherapy. The prognostic impact 
of TILs on clinical outcomes has been investigated with 
regards to PD-L1 expression but with inconsistent results 
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(4,9). In conclusion, a consensus has not yet been reached 
about the prognostic value of TILs in bladder cancer. 
Considering the retrospective designs and small sample sizes 
of previous studies (1-9), further well-designed prospective 
studies with large sample sizes will be required to confirm 
the role of TILs as a significant predictor of prognosis in 
bladder cancer. Furthermore, high-level evidence regarding 
the prognostic value of TILs can be obtained by conducting 
a meta-analysis that incorporates all relevant studies. 
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