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We thank Li er a/l. for showing interest in our article
entitled “The clinicopathological and prognostic significance of
programmed death-ligand 1 (PD-L1) expression assessed by
immunobistochemistry in lung cancer: a meta-analysis of 50
studies with 11,383 patients” (1). We would like to respond to
the concerns one by one raised by Li ez a/. (2).

Firstly, we felt sorry for the carelessness in extracting
hazard ratios (HRs) and 95% confident intervals (95% Cls)
from two studies on lymphoepithelioma-like carcinoma
(LELC) (3,4). We thus performed additional analysis with
upper limit of 9.863 and converted HR and 95% CI, and
the results did not alter the overall findings. After reanalysis,
the pooled HRs and 95% CIs suggested that PD-L1
immunohistochemistry (IHC) expression was related to
poor OS in lung cancer (HR =1.42, 95% CI: 1.22-1.65)
(Figure 1), consistent with results in the primary analysis.
Subgroup analyses according to histology (Figure 2) revealed
that high PD-L1 expression was significantly related to poor
overall survival (OS) of non-small cell lung cancer (INSCLC)
patients (HR =1.35, 95% CI: 1.13-1.61), adenocarcinoma
(ADC) patients (HR =1.79, 95% CI: 1.22-2.64), squamous
cell carcinoma (SCC) patients (HR =1.79, 95% CI: 1.39-
2.32), but there was no association of PD-L1 expression
with survival in small cell lung cancer (SCLC) patients (HR
=1.05, 95% CI: 0.39-2.78) and LELC patients (HR =0.91,
95% CI: 0.10-8.16). In fact, the relationship between PD-
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L1 expression and prognosis in LELC has long been debated
and remains controversial. A recent study by Sha ez /. (5)
showed that participants with positive PD-L1 expression
tended to have longer progression-free survival (PFS) and
OS times than those with negative PD-L1 expression, while
Yu ez al. (6) revealed that positive expression of PD-L1 in
tumor cells had no association with OS in LELC. Different
testing platforms and thresholds for defining positive PD-
L1 expression may partly explained this discrepancy. More
studies are needed to explore the prognostic significance of
PD-L1 expression in LELC patients.

Secondly, Fang and colleagues defined cases with more
than 5% expression of PD-L1 as positive ones while
PD-L1 H-score 30 was further determined as the best
threshold to discriminate OS and analyzed in the Cox
proportional hazard regression analysis. The authors did
not clearly illustrate the definition of higher or positive
PD-L1 expression as previous publications usually divided
patients into high/low PD-L1 expression based on
PD-L1 expression values (5%, etc.). We re-performed the
subgroup analysis based on cutoff value (Figure 3), which
was comparable with results in our previous analysis.

Thirdly, we would like to emphasize that P values in the
Abstract indeed indicated values of heterogeneity. Although
random-effect models were used to deal with significant
heterogeneity in both primary and subgroup analyses in the
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Figure 1 Forest plot describing the association between PD-
L1 expression and OS of patients with lung cancer. PD-LI,

programmed death-ligand 1; OS, overall survival.

meta-analysis, enough attention should be paid to and the
findings need be cautiously interpreted (7).

Moreover, we agreed with Li ez a/. that the above two
studies (3,4) may be overlapped. However, the two studies
were conducted separately by two research teams. Jiang
et al. enrolled 79 pulmonary LELC cases from January
2001 to December 2013 while Fang er al. enrolled 113
surgically resected pulmonary LELC cases from January
2008 to December 2012. In fact, it is hard to conclude
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Figure 2 Forest plot describing subgroup analysis of the association
between PD-L1 expression and OS according to histology. PD-
L1, programmed death-ligand 1; OS, overall survival; NSCLC,
non-small cell lung cancer; ADC, adenocarcinoma; SCLC, small
cell lung cancer; LELC, lymphoepithelioma-like carcinoma; SCC,

squamous cell carcinoma.

whether patients in the two studies were overlapped. We
further conducted sensitivity analysis by omitting one

study each time and the results remain robust (Figures 4,5).
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Figure 3 Forest plot describing subgroup analysis of the

association between PD-L1 expression and OS according to cutoff

value. PD-L1, programmed death-ligand 1; OS, overall survival.

© Translational Lung Cancer Research. All rights reserved.

1729

%
studyid HR (95% Cl) Weight
Ameratunga 2016 —‘-‘— 1.05 (0.62, 1.78) 227
Azuma 2014 —— 1.60(1.08,2.38) 258
Cha 2016 I o 270(1.78,410) 253
Chang 2016 + 154 (0.94,2.54) 234
Chang 2017 —— 290 (1.44,586)  1.87
Chen 2012 | —— 2095(1.63,438) 234
Chen 2016 —tor— 1.25(0.75,2.08) 231
Cooper 2015 - | 0.65(0.45,0.85) 275
D'incecco 2015 ——t | 0.70 (0.44,1.11)  2.42
Fang 2015 e . o 273(0.76,9.86)  0.97
Guo 2017 —— 229 (1.47,357) 246
Hirai 2017 s 281(1.06,823) 129
Huynh 2016 el 1.65(0.79,3.45)  1.80
Igawa 2017 ——! 0.90 (0.60,1.35) 255
liie 2016 e 1.79(0.28,11.44) 055
Inamura 2016 Lo— 1.88(1.25,2.74) 258
Inamura 2017 —— ! 0.29(0.11,061) 156
Inoue 2016 -o:— 1.23(0.86,1.76) 266
Ishii 2015 —_— 0.44 (0.24,0.80)  2.09
Ji 2017 - 221(1.10,442) 188
Kim 2015 —— 124(0.76,2.02) 236
Lin 2015 —n | 0.26 (0.11,0.62)  1.55
Mao 2014 —_—— 1.90 (1.09,3.30) 220
Miao 2017 —— 0.94 (0.57,1.56) 232
Mori 2017 . g 259 (1.25,539)  1.81
Mu 2011 il 178 (1.12,2.83) 242
Okita 2017 e e 332(1.10,9.97) 118
Pan 2017 e e g 3.23(0.80,13.12) 0.85
Schmidt 2015 —y! 0.95(0.68,1.33) 271
Shimoji 2016 i— 242(1.25,468) 196
Song 2016 lo— 179(1.30,2.46) 274
Sorensen 2016 -0:— 1.17 (0.83, 1.65) 269
Sun 2016 ror 123(1.00,1.51) 295
Takada 2017 re— 208 (1.42,3.09) 259
Takada 2017a —_— 165(1.08,2.54) 250
Tang 2015 T — 1.90(0.95,3.79)  1.90
Teng 2016 —— 1.00 (0.47,2.14) 175
Tokito 2016 B 0.47 (0.37,1.53)  1.85
Toyokawa 2017 | —— 5.86 (2.66,12.91) 1.69
Tsao 2017 - 1.01(0.76,1.35)  2.81
Uruga 2017 —te | 0.68 (0.40, 1.16) 225
Vieira 2016 el 1.07 (0.60,2.00)  2.09
Wu 2017 h——— 3.39(1.25,919) 1.33
Yang 2014 — e 0.85(0.21,3.44) 085
Yang 2017 —_—l— 168(0.83,340) 1.86
Yvorel 2017 1.30 (0.40,4.27)  1.07
Zhang 2014 e 272(1.29,573) 1.78
Zhang 2017 — 249(1.27,488) 193
Zhou 2017 257 (1.46,452) 218
Overall, DL (I = 74.9%, p = 0.000) 6 1.44 (1.23,1.67) 100.00

[ I I
0.05 05 1 10 20

NOTE: weights are from random-effects model

Figure 4 Forest plot describing the association between PD-

L1 expression and OS of patients with lung cancer. PD-L1,

programmed death-ligand 1; OS, overall survival.
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Figure 5 Forest plot describing the association between PD-
L1 expression and OS of patients with lung cancer. PD-LI,

programmed death-ligand 1; OS, overall survival.

Acknowledgments

Funding: None.

Footnote

Provenance and Peer Review: This article was commissioned
by the editorial office, Translational Lung Cancer Research.
The article did not undergo external peer review.

Conflicts of Interest: All authors have completed the ICMJE
uniform disclosure form (available at https://tlcr.amegroups.
com/article/view/10.21037/tlcr-2022-5/coif). The authors
have no conflicts of interest to declare.

Ethical Statement: The authors are accountable for all

aspects of the work in ensuring that questions related
to the accuracy or integrity of any part of the work are

© Translational Lung Cancer Research. All rights reserved.

Li et al. PD-L1 expression and prognosis in lung cancer
appropriately investigated and resolved.

Open Access Statement: This is an Open Access article
distributed in accordance with the Creative Commons
Attribution-NonCommercial-NoDerivs 4.0 International
License (CC BY-NC-ND 4.0), which permits the non-
commercial replication and distribution of the article with
the strict proviso that no changes or edits are made and the
original work is properly cited (including links to both the
formal publication through the relevant DOI and the license).
See: https://creativecommons.org/licenses/by-nc-nd/4.0/.

References

1. LiH, XuY, Wan B, etal. The clinicopathological and
prognostic significance of PD-L1 expression assessed by
immunohistochemistry in lung cancer: a meta-analysis of
50 studies with 11,383 patients. Transl Lung Cancer Res
2019;8:429-49.

2. LiW, Zhang X, Huang J, et al. PD-L1 expression in
pulmonary lymphoepithelioma-like carcinoma: is it a
prognostic biomarker? Transl Lung Cancer Res 2022. doi:
10.21037/tlcr-22-473

3. Fang W, Hong S, Chen N, et al. PD-L1 is remarkably
over-expressed in EBV-associated pulmonary
lymphoepithelioma-like carcinoma and related to poor
disease-free survival. Oncotarget 2015;6:33019-32.

4. Jiang L, Wang L, Li PF, et al. Positive expression of
programmed death ligand-1 correlates with superior
outcomes and might be a therapeutic target in primary
pulmonary lymphoepithelioma-like carcinoma. Onco
Targets Ther 2015;8:1451-7.

5. ShaZ, Wei Y, Gao T, et al. Clinical observation of
pulmonary lymphoepithelioma-like carcinoma. J Thorac
Dis 2021;13:5683-90.

6. YuXY, Zhang XW, Wang F et al. Correlation and
prognostic significance of PD-L1 and P53 expression
in resected primary pulmonary lymphoepithelioma-like
carcinoma. ] Thorac Dis 2018;10:1891-902.

7. Lee Y. Fixed-effect versus random-effect models
for evaluating therapeutic preferences. Stat Med
2002;21:2325-30.

Cite this article as: Li H, Lin D, Lv T. Implementation of
programmed death-ligand 1 (PD-L1) expression as a prognostic
biomarker for patients with lung cancer. Transl Lung Cancer

Res 2022;11(8):1727-1730. doi: 10.21037/tlcr-2022-5

Transl Lung Cancer Res 2022;11(8):1727-1730 | https://dx.doi.org/10.21037/tler-2022-5


https://tlcr.amegroups.com/article/view/10.21037/tlcr-2022-5/coif
https://tlcr.amegroups.com/article/view/10.21037/tlcr-2022-5/coif
https://creativecommons.org/licenses/by-nc-nd/4.0/

