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A B S T R A C T   

Background: Immune checkpoint inhibitors (ICIs) are standard of care in advanced non-small cell lung cancer 
(NSCLC), however their status in patients with poor performance status (PS) is poorly defined. We aimed to 
evaluate the efficacy and safety of ICIs in NSCLC patients with PS ≥ 2. 
Methods: We conducted a systematic review and meta-analysis of interventional and observational studies, which 
reported efficacy and safety data on ICIs in PS ≥ 2 comparing to PS ≤ 1 NSCLC patients. Efficacy endpoints 
included: Objective Response Rate (ORR), Disease-Control Rate (DCR), Overall Survival (OS), Progression-Free 
Survival (PFS). Safety endpoint was the incidence of severe (grade≥3) Adverse Events (AE). Random-effects 
model was applied for meta-analysis. Heterogeneity was assessed using I2. The review is registered on PROS
PERO (CRD42020162668). 
Findings: Sixty-seven studies (n = 26,442 patients) were included. In PS ≥ 2 vs. PS ≤ 1 patients, the pooled odds 
ratios were: for ORR 0.46 (95 %CI: 0.39− 0.54, I2:0 %); for DCR 0.39 (95 %CI: 0.33− 0.48, I2:50 %) and for AEs 
1.12 (95 %CI: 0.84–1.48, I2:39 %). The pooled hazard ratio for PFS was 2.17 (95 %CI: 1.96–2.39, I2:65 %) and for 
OS was 2.76 (95 %CI: 2.43–3.14, I2:76 %). The safety profile was comparable regardless of the PS status. 
Interpretation: Patients with impaired PS status are, on average, twice less likely to achieve a response when 
exposed to ICIs when compared with representative PS ≤ 1 population. For lung cancer patients treated with 
ICIs, the impaired PS is not only prognostic, but also predictive for response, while the safety profile is not 
affected. Prospective randomized studies are indispensable to determine whether poor PS patients derive benefit 
from ICIs.   

1. Introduction 

Immune checkpoint inhibitors (ICIs), encompassing antibodies 
against programmed death receptor (PD-1), PD-1 ligand (PD-L1) and 
cytotoxic-T-lymphocytes antigen 4 (CTLA-4), vastly improved the 
outcome of patients with non-small cell lung cancer (NSCLC) and are 
now standard of care in this population [1]. The superior efficacy of ICIs 
has been documented in several randomized clinical trials (RCTs) 

comparing them with chemotherapy in both first and subsequent lines of 
therapy [2]. 

The Eastern Cooperative Oncology Group Performance Status Score 
(PS) is one of the most powerful prognostic factors available to oncol
ogists [3]. In the past, stratification between PS ≤ 1 versus PS ≥ 2 pa
tients was obligatory and provided evidence that PS is not only 
prognostic but also predictive for response and toxicity in NSCLC pop
ulation treated with chemotherapy [4]. In contrast, patients with poor 
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PS were consistently excluded from registrational ICI trials, which pre
cludes reliable assessment of the treatment in this population (consti
tuting about 34–48 % of all patients diagnosed with NSCLC worldwide 
[5]). Despite this shortfall, US Food and Drug Administration together 
with European Medicines Agency have granted approval for ICIs in 
NSCLC regardless of the patient PS status. As a consequence, now and for 
several years previously, ICIs are offered to a significant number of 
NSCLC patients, who are not representative of the population tested in 
RCTs. 

As of now, the results of only five prospective ICI trials (all single- 
arm) that included PS ≥ 2 patients have been published [6–10]. How
ever, except for the recently published PePS2 study [9], these trials 
primarily included PS ≤ 1 patients with a minor additional subsets 
termed “special populations”, i.e. elderly and patients with comorbid
ities preventing any specific conclusions for PS ≥ 2 patients. The activity 
and safety of ICIs (predominantly nivolumab and pembrolizumab) was 
investigated in several national expanded access programs (EAPs) and a 
growing number of retrospective reports. These “real-world” reports are 
the best currently available evidence to address the important clinical 
evidence gaps for the PS ≥ 2 population. 

We therefore performed a systematic review and meta-analysis of 
randomized clinical trials, observational studies (retrospective and 
prospective), reports from EAPs and compassionate use programs to 
assess the effectiveness and safety of immunotherapy in NSCLC patients 
with PS score of 2 or more with reference to PS 0-1 population. 

2. Methods 

This systematic review with meta-analysis was conducted in accor
dance with Centre for Reviews and Dissemination (CRD) guidance for 
undertaking reviews in health care and reported according to PRISMA 
guidelines (Appendix A) [11,12]. A protocol was prepared prior to the 
study and prospectively registered at the PROSPERO database (number 
CRD42020162668, Appendix B). Each step of the study was conducted 
by two independent researchers with disputes resolved by discussion. 
We declare that all results are reported and discussed in the paper. 

2.1. Search strategy 

Electronic searches were conducted from origin to 22nd of May 2020 
in OVID MEDLINE®, EMBASE, Cochrane Database of Systematic Re
views (CDSR), American Society of Clinical Oncology (ASCO) meeting 
abstracts’ database, International Association for the Study of Lung 
Cancer (IASLC) meeting (World Conference on Lung Cancer – WCLC) 
abstracts’ database, EORTC (European Organization for Research and 
Treatment of Cancer) website, European Society for Medical Oncology 
(ESMO) website, American Association for Cancer Research (AACR) 
website, European Cancer Organization (ECCO) website and pubmed. 
com. The searches were rerun before the final analysis of data as of 17th 

July 2020. Searches were supplemented by reviewing the reference lists 
of the publications, previous meta-analyses, and guidelines. The main 
search terms encompassed: non-small cell lung cancer (NSCLC), 
immunotherapy (ICI), anti-PDL1, anti-PD1, anti-CTLA4, pem
brolizumab, nivolumab, atezolizumab, durvalumab, urelumab, ipili
mumab, tremelimumab, efficacy, effectiveness, toxicity, safety. The full 
search strategy is available in Appendix C. No language restrictions were 
applied to the search. 

2.2. Assessing for eligibility 

The inclusion criteria for articles were as follows: Population crite
rion - patients with locally advanced or metastatic/ advanced non-small 
cell lung cancer (as defined in the National Comprehensive Cancer 
Network guidelines); Intervention criterion - immune checkpoint in
hibitors (pembrolizumab, nivolumab, atezolizumab, durvalumab, ure
lumab, ipilimumab, tremelimumab and any other ICI registered for 

treatment of NSCLC) in >10 patients with PS ≥ 2; Comparator criterion 
– (a) ICIs in patients with PS ≤ 1 or (b) any other active treatments, 
placebo or best supportive care in patients with PS ≥ 2; Outcomes cri
terion – Effectiveness: Objective Response Rate (ORR), Disease-Control 
Rate (DCR), Overall Survival (OS), Progression-Free Survival (PFS) 
and Safety: incidence of severe (grade≥3) Adverse Events (AE); Study 
design - randomised controlled trial (RCT), non-randomised registered 
clinical trials, retrospective and prospective cohort, cross-sectional, 
case-control, case series studies. 

Articles retrieved from the electronic searches were firstly screened 
for eligibility using their titles and abstracts. Full-text papers of poten
tially relevant trials were obtained and examined by assessing their 
population, intervention, comparison, outcome measurements and 
study design (PICOS) characteristics. The process of the selection of 
studies is reported in PRISMA flowchart (Fig. 1). 

2.3. Quality assessment 

For quality assessment, dependent on study design, two tools 
recognized by Cochrane Handbook for Systematic Reviews of In
terventions were selected: i) revised Cochrane risk-of-bias tool for ran
domized trials (RoB 2) for randomised clinical trials [13]; ii) 
Newcastle-Ottawa Scale for cohort and registry studies [14,15]. All 
full-text article studies were assessed for bias following the checklist 
respective to the tool applied. Detailed evaluation for each study was 
tabularised and final evaluation was presented in a semi-quantitative 
score. 

Fig. 1. PRISMA flowchart.  
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2.4. Data extraction and definition of outcomes 

Features of included and excluded studies were tabularized with 
reason for inclusion or exclusion in tables designed for this study. 
Descriptive data on methods, participants, intervention and control, 
outcome measures, trial/study name, group, centre, ID number, address 
for correspondence, funding, sample size, detailed treatment modality, 
accrual period, length of follow up, patients lost to follow up, subgroup 
analyses were obtained. The following quantitative data were extracted: 
the number of patients with PS ≤ 1 and PS ≥ 2 (and detailed values for 
each 0–4 group if available), the number of responses (CR + PR, SD, PD) 
and grade ≥3 AEs for each PS subgroup, OR with 95 % confidence in
terval (95 %CI) for ORR, DCR and AE (the odds ratios were calculated 
from the direct numbers when available) as well as HR together with 95 
%CI for OS and PFS. Data for the following subgroups were sought: 
disease stage (IV or other), race, histological type (squamous vs. 
adenocarcinoma), druggable oncogenic mutation status (EGFR, ALK, 
ROS1, BRAF vs. none), age (75 and younger vs. older), treatment line 
(first vs. subsequent), brain metastases (yes vs. no), autoimmune disor
ders (yes vs. no), immunohistochemical status of PD-L1 (0 % vs. 1–50 % 
vs. >50 %). The potential (partial or complete) overlap between the 
studies was assessed based on the lists of authors and participating 
centres, accrual period, applied treatment, patients’ characteristics and 
outcome measures [16]. In case of complete overlap, only the most 
comprehensive study was included. Studies with potential partial 
overlap were marked as separate subgroups and an additional analysis 
was performed including only the largest study from each subgroup. 

If specific data were not accessible through article (including sup
plementary material), the corresponding Author was contacted via ac
ademic e-mail. In case of no response within two weeks, the queries were 
repeated with the time for closure of data accrual within a month from 
the initial e-mail. If meta-analysis was not applicable (e.g. because of the 
lack of data) the results were reported descriptively (tabularized and 
discussed). 

2.5. Data analysis 

Meta-analysis was conducted for differences between PS ≤ 1 vs. PS ≥
2 groups using random effects model on all prespecified outcome mea
sures (ORR, DFS, OS, PFS, Safety). Total and subtotal odds ratios (OR) or 
hazard ratios (HR) with 95 % CI, prediction intervals (PI) [17,18] and 
overall effect (p-value). The results were presented as forest plots and 
L’Abbé plots [19]. For the assessment of heterogeneity between studies 
I2 values were calculated (between-study variance was assessed ac
cording to DerSimonian and Laird method [20]). Publication bias was 
assessed with funnel plots and tests for funnel plot asymmetry [21,22], 
and “Trim and Fill” method [23]. R version 4.0.0 [24] and the meta 
package [25] were used for data analysis and visualisation (code 
available upon request and will be publicly available in the companion 
Data in Brief paper). 

2.6. Role of the funding source 

The funder of the study played no role in study design, data collec
tion, data analysis, data interpretation, or writing of the report. All au
thors had full access to all the data in the study and the corresponding 
author had final responsibility for the decision to submit for publication. 

3. Results 

A total of 4504 publications were retrieved through the literature 
search, and 67 studies with a total of 26,442 patients (individual study 
median: 217, range: 44− 2,302) were included in the final analyses 
(Fig. 1, Table D.01) [6,7,26–90]. Among these, there were 3890 PS ≥ 2 
patients (median: 39, range: 11–241) and 22,552 PS ≤ 1 patients (me
dian: 170, range: 32− 2,129). ICIs were administered as first line 

treatment in four studies, as the second or further line in thirty-four 
studies, twenty-six studies included both treatment-naïve and 
pre-treated patients, while no data was available for three studies. 
Twelve studies included only specific populations of patients: with 
PD-L1 tumour proportion score ≥50 % (four studies); older age (three 
studies); with oncogenic driver mutations (two studies); with squamous 
cell carcinoma, with concurrent TBC/HBV infection and with African 
American descent or chronic viral infections (one study each). 

3.1. Objective response rate 

Thirty-six studies provided data on objective response rate (n = 9888 
patients; 1937 PS ≥ 2 and 7951 PS ≤ 1); for 33 of these, direct responder 
numbers were also available (Fig. 2). The odds ratio for ORR in PS ≥ 2 vs. 
PS ≤ 1 patients was 0.46 (95 %CI: 0.39− 0.54; PI: 0.39− 0.54) with low 
heterogeneity (I2 = 0 %) (Fig. 3A). The results did not differ significantly 
in the following subgroups of studies: with different lines of treatment 
(Fig. D.01), with different quality according to Newcastle-Ottawa Scale 
(Fig. D.02), with a focus on specific populations (Fig. D.03), with 
different source of data (Fig. D.04) and after exclusion of the studies 
with potential partial overlap of patients (Fig. D.05, OR range: 
0.42− 0.60). The analysis of funnel plot asymmetry identified the po
tential publication bias (rank correlation test [21] p = 0.003, linear 
regression test [22] p = 0.015; Fig. D.06); however, accounting for the 
potentially missing studies using the “trim and fill” method [23] did not 
affect the pooled result (OR = 0.48, 95 %CI: 0.41− 0.56; Fig. D.07). 

The proportion of responders among the PS ≥ 2 patients showed a 
higher degree of heterogeneity, ranging from 0 % to 42 % (I2 = 59 %) 
with the pooled rate of 15 % (95 %CI: 0.12− 0.19; PI: 0.06− 0.34; 
Fig. D.08). In the subgroup analysis (Fig. 4), patients treated with first- 
line ICI had significantly better response rates (0.32, 95 %CI: 
0.22− 0.44), than patients treated with ICI as a subsequent line (0.11, 95 
%CI: 0.09− 0.14; p < 0.001). 

3.2. Disease-control rate 

Twenty-seven studies provided data on disease control rate (n =
8325 patients; 1473 PS ≥ 2 and 6852 PS ≤ 1), including direct numbers 
of non-progressors (Fig. 2). The odds ratio for DCR in PS ≥ 2 vs. PS ≤ 1 
patients was 0.39 (95 %CI: 0.33− 0.48; PI: 0.20− 0.78) with moderate 
heterogeneity (I2 = 45 %, Fig. 3B). The results did not differ significantly 
in the following subgroups of studies: with different lines of treatment 
(Fig. D.09), with different quality according to Newcastle-Ottawa Scale 
(Fig. D.10), with a focus on specific populations (Fig. D.11), with 
different source of data (Fig. D.12) and after exclusion of the studies 
with potential partial overlap of patients (Fig. D.13, OR range: 
0.36− 0.53). The analysis of funnel plot asymmetry identified no po
tential publication bias (rank correlation test [21] p = 0.19, linear 
regression test [22] p = 0.54; Fig. D.14) and accounting for the poten
tially missing studies using the “trim and fill” method [23] did not affect 
the pooled result (OR = 0.41, 95 %CI: 0.33− 0.50; Fig. D.15). 

The proportion of non-progressors among the PS ≥ 2 patients showed 
a higher degree of heterogeneity, ranging from 15 % to 72 % (I2 = 73 %) 
with the pooled rate of 39 % (95 %CI: 0.33− 0.45; PI: 0.17− 0.65; 
Fig. D.16). In the subgroup analysis (Fig. D.17), patients treated with 
first-line ICI had significantly better response rates (0.61, 95 %CI: 
0.49− 0.73) than patients treated with ICI as a subsequent line (0.37, 95 
%CI: 0.29− 0.24; p < 0.001). 

3.3. Progression-free survival 

Thirty-five studies provided data on progression-free survival (n =
12,491 patients; 1843 PS ≥ 2 and 10,648 PS ≤ 1). The hazard ratio for 
PFS in PS ≥ 2 vs. PS ≤ 1 patients was 2.17 (95 %CI: 1.96–2.39; PI: 
1.36–3.44) with considerable heterogeneity (I2 = 63 %, Fig. 5A). The 
results did not differ significantly in the following subgroups of studies: 
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with different lines of treatment (Fig. D.18), with different quality ac
cording to Newcastle-Ottawa Scale (Fig. D.19), with a focus on specific 
populations (Fig. D.20), with different source of data (Fig. D.21) and 
after exclusion of the studies with potential partial overlap of patients 
(Fig. D.22, HR range: 1.79–2.22). The analysis of funnel plot asymmetry 

identified no potential publication bias (rank correlation test [21] p =
0.250, linear regression test [22] p = 0.320; Fig. D.23) and accounting 
for the potentially missing studies using the “trim and fill” method [23] 
did not affect the pooled result (HR = 2.07, 95 %CI: 1.87–2.30; 
Fig. D.24). 

Fig. 2. L’Abbé plots for Objective Response Rate and Disease Control Rate. The size of each point is scaled according to the weights of random effects model.  

Fig. 3. Forest plots for the Odds Ratio of Overall Response Rate (A) and Disease Control Rate (B).  
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3.4. Overall survival 

Thirty-nine studies provided data on overall survival (n = 17,600 
patients; 2373 PS ≥ 2 and 15,227 PS ≤ 1). The hazard ratio for OS in PS 
≥ 2 vs. PS ≤ 1 patients was 2.76 (95 %CI: 2.43–3.14; PI: 1.38–5.53) with 
marked heterogeneity (I2 = 77 %, Fig. 5B). The results did not differ 
significantly in the following subgroups of studies: with different lines of 
treatment (Fig. D.25), with different quality according to Newcastle- 
Ottawa Scale (Fig. D.26), with a focus on specific populations 
(Fig. D.27), with different source of data (Fig. D.28) and after exclusion 
of the studies with potential partial overlap of patients (Fig. D.29, HR 
range: 2.20–3.11). The analysis of funnel plot asymmetry identified no 
potential publication bias (rank correlation test [21] p = 0.640, linear 
regression test [22] p = 0.090; Fig. D.30) and accounting for the 
potentially missing studies using the “trim and fill” method [23] did not 
affect the pooled result (HR = 2.36, 95 %CI: 2.07–2.70; Fig. D.31). 

3.5. Adverse events 

Twenty-five studies provided data on adverse effects (n = 7302 pa
tients; 1339 PS ≥ 2 and 5963 PS ≤ 1). The odds ratio for AEs in PS ≥ 2 vs. 
PS ≤ 1 patients was 1.12 (95 %CI: 0.84–1.48; PI: 0.46–2.73) with 
moderate heterogeneity (I2 = 37 %, Fig. 6). The results did not differ 
significantly in the following subgroups of studies: with different lines of 
treatment (Fig. D.32), with different quality according to Newcastle- 
Ottawa Scale (Fig. D.33), with a focus on specific populations 
(Fig. D.34), with different source of data (Fig. D.35) and after exclusion 
of the studies with potential partial overlap of patients (Fig. D.36, OR 
range: 0.63–1.27). The analysis of funnel plot asymmetry identified no 
potential publication bias (rank correlation test [21] p = 0.460, linear 
regression test [22] p = 0.670; Fig. D.37). 

4. Discussion 

The pooled results from 67 studies identified in our systematic re
view and meta-analysis have demonstrated a significant reduction in 
both ORR and DCR in PS ≥ 2 NSCLC patients treated with ICIs when 
compared with PS ≤ 1 patients. The safety analysis showed that the ratio 
of severe AEs was similar regardless of the PS score. 

The management strategy of NSCLC patients with poor PS remains 
the subject of a debate [91]. The body of prospective evidence 
addressing this unmet need is very limited. The CheckMate 153 and 171 
trials of nivolumab in previously treated patients with NSCLC showed 
favourable safety profile in PS = 2 patients, but the median OS in this 
group was only 4–5 months [6,7]. The TAIL trial provided similar results 
(presented during ESMO 2019) for atezolizumab in pretreated NCSLC 
patients with stage IIIb-IV disease [10]. A median OS for PS = 2 patients 
in this study was merely 3.5 months, considerably shorter than in the 
overall population (11.1 months). The CheckMate 817 trial evaluates 
both nivolumab and ipilimumab in the previously untreated stage IV or 
recurrent NSCLC [92]. The full results have not been published yet, but 
the early data presented at the ESMO Immuno-Oncology Congress 2019 
indicate both fair safety profile and promising OS outcomes in patients 
with co-morbidities or poor PS. Still, the median OS was much shorter in 
this group (i.e. 9.9 months vs. 17.0 months in PS ≤ 1 patients). The 
PePS2 study is the first prospective single arm trial that specifically 
enrolled only PS = 2 patients with NSCLC to be treated with pem
brolizumab in both first and subsequent line [9]. Similarly to CheckMate 
trials, the treatment was safe in this population and the median OS of 9.8 
months was comparable with the results of CheckMate 817 study. 
Importantly, all aforementioned trials were performed in unselected 
populations with a very low proportion of PS = 2 patients (10–15 % in 
CheckMate and TAIL studies). The authors of PePS2 study suggested a 
greater clinical benefit with higher PD-L1 expression, but due to limited 

Fig. 4. Forest plot for the Objective Response Rate subgroup analysis according to the line of treatment in PS ≥ 2 patients.  
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sample size, a robust conclusion could not be drawn. Currently, there are 
two ongoing phase III RCTs comparing ICIs with chemotherapy, which 
include PS ≥ 2 patients. The eNERGY trial (NCT03351361) evaluates 
first-line nivolumab plus ipilimumab versus carboplatin-based chemo
therapy, while the IPSOS trial (NCT03191786) compares first-line ate
zolizumab with single agent chemotherapy by investigator choice 
(vinorelbine or gemcitabine). Nevertheless, results of these trials are not 
expected soon, thus, no new, high quality prospective data to support 
treatment decisions may not be available in the near future. 

Importantly, patients with PS ≥ 2 represent a heterogeneous popu
lation [93]. A recent study by Facchinetti et al. showed that in advanced 
NSCLC patients with impaired PS and a PD-L1 TPS ≥ 50 % treated with 
first-line pembrolizumab, outcomes were strongly dependent on the 
reason constituting the poor PS [94]. Patients with PS = 2 due to 
comorbidities had a significantly better prognosis compared with pa
tients whose poor PS was determined by the disease burden. The limited 
inter- and intra-rater reliability of PS assessment adds another layer of 
complexity [95]. Nevertheless, PS remains a strong prognostic factor in 
NSCLC patients treated with ICIs [96]. Still, the key question whether 
poor PS is also predictive of immunotherapy efficacy remains open. This 
is of particular importance in NSCLC management in which the benefit 
from ICIs has been proven in trial populations which were unrepresen
tative for the average clinical populations (i.e. younger patients with less 
comorbidities). The issue of sorafenib for hepatocellular carcinoma ex
emplifies the case that if a drug is administered to ‘real-world’ patients 
who mostly do not meet its trial inclusion criteria, the results might be 
significantly poorer than those reported in the trial [97]. Thus, in such 
cases, there is a non-negligible risk of doing more harm than good. In 

fact, a recent study found that in patients with poor PS, the use of ICIs 
near death was more frequent than in PS ≤ 1 patients, and this treatment 
was associated with increased hospitalizations and in-hospital deaths, 
decreased referral to hospice, and shorter duration of hospice stay [98]. 

Our systematic search provided data an unprecedented number of 
NSCLC patients with poor PS treated with ICIs. We applied a random- 
effects model of meta-analysis due to the high number of retrospective 
studies of various designs and research questions. Crucially, we noted a 
twofold decrease of ORR in PS ≥ 2 patients when compared to the PS ≤ 1 
group, with all included studies consistently reporting worse ORR in 
patients with impaired PS (Fig. 2). The subgroup analyses showed that 
the proportion of responses was greater in patients treated with ICIs in 
the first-line setting when compared to the subsequent lines. A higher 
proportion of responders in this setting is probably related to enrolment 
of patients with tumours showing high PD-L1 expression, whereas later 
line-patients are typically treated independently of PD-L1 status. This, 
however, did not translate to a difference in odds ratios between the 
first-line treatment (0.49) and the subsequent lines (0.43). Thus, the 
benefit of early ICI introduction in patients with high PD-L1 TPS seems 
to be independent of the PS. This is supported by the only prospective 
trial evaluating previously untreated NSCLC patients with PS ≤ 2 
(CheckMate 817), which reported the median OS about twofold greater 
than survival reported in other trials which included poor PS patients. 
Furthermore, our analysis indicates that the OR for DCR (also termed 
clinical benefit rate) is even poorer than for ORR (0.38). Similarly to 
ORR analysis, the proportion of responses and disease stabilization was 
greater in patients treated with ICIs in the first-line setting than in 
subsequent lines, but, again, it did not translate to a difference in odds 

Fig. 5. Forest plots for the Hazard Ratio of Progression-free Survival (A) and Overall Survival (B).  
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ratios. Although planned, the subgroup analysis evaluating the response 
regarding treatment line was imbalanced with the vast majority of 
studies reporting subsequent lines of therapy. Hence, these results 
should be viewed with caution and as hypotheses-generating for future 
clinical trials. We have also performed analyses evaluating the prog
nostic significance of PS status. Similar to other authors we found that 
this variable has a strong prognostic impact regardless of the treatment 
line. However, worse outcomes were noted in subsequent lines for both 
PFS and OS. Importantly, in both PFS and OS, we noted a greater level of 
heterogeneity with I2 exceeding 50 %. The same issue was reported by 
authors of a meta-analysis focused on the prognostic significance of PS 
[96]. The described high heterogeneity within PS ≥ 2 subgroup appears 
to be the most possible explanation. However, the retrospective nature 
of many included studies has to be also taken into account. Many were 
single centre reports with PFS assessed by the investigators (not by an 
independent panel). Availability of other therapy options and opportu
nity to participate in early phase clinical trials could also have impacted 
the results. Finally, the analysis of severe AEs did not show differences 
between PS ≤ 1 and PS ≥ 2 patients, confirming the results from pro
spective trials. However, a high level of heterogeneity should be also 
noted. The vast majority of studies reported insignificant differences in 
severe AE rates between the groups, however, studies with a signifi
cantly lower [7] or higher [32,65] rates of treatment-related toxicity 

were present. This analysis might be biased by toxicity underreporting 
which is well-described in retrospective studies where toxicity is re
ported by clinicians [99]. 

The first to be named among limitations of this meta-analysis is that 
the majority of included studies were retrospective with no blinded in
dependent central review of response assessment. However, a recent 
analysis of large number of phase III RCTs in patients with solid tumours 
found no systematic bias between local and central assessments [100]. 
Moreover, we applied the Newcastle-Ottawa Score for Quality Assess
ment and it accounts for the reported and factual methodology of 
outcome assessment across studies [14,15]. The majority of the included 
studies reported satisfying and robust methodology for outcome 
assessment, which could be partially explained by the fact that treat
ment with ICIs is still under tight control across economical medical 
systems due to its high cost. On the other hand, adverse events are often 
underreported in retrospective studies, and even in the more rigorously 
controlled setting of clinical trial [101]. This may also be noted in this 
analysis as there were relatively fewer studies reporting safety data. A 
lower amount of heterogeneity observed for ORR and DCR may partially 
result from the fact that some patients did not survive long enough to 
undergo a radiological assessment of response. However, we noted that 
a significant publication bias was present only in ORR analysis. It should 
be emphasized that different studies specified different outcome 

Fig. 6. Forest plot for the Odds Ratio of Adverse Events.  
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measures – for nearly all studies reporting DCR, ORR was also available, 
but not vice versa, as seen in Fig. 3, panels A and B. In result, ORR 
analysis included the smallest studies which often tend to overestimate 
the true effect size (selection bias due to a phenomenon known as the 
"winner’s curse") [102]. Nevertheless, trim and fill analysis showed that 
these deviations did not affect the pooled result. When results of the 
studies were not reported in a format suitable for meta-analysis, we tried 
to contact the study authors and pharmaceutical company sponsors with 
a request for additional data. While none of the pharmaceutical com
panies have responded to our messages, in contrast, the responses from 
individual investigators were very helpful. We received 22 responses 
which greatly improved the quality of our paper and allowed an increase 
in the study sample size. Finally, the absence of studies with a control 
group consisting of patients treated with cytotoxic agents makes it 
impossible to evaluate whether patients with poor PS should be offered 
chemotherapy instead. Such head-to-head comparisons are of utmost 
importance and we believe that they should be rigorously tested in 
prospective RCTs. This suggestion stands in line with the recent state
ments calling to broaden the eligibility criteria to make RCTs more 
generalizable [103]. Future clinical trials should include a very detailed 
evaluation of patients’ PS, similar to the PePS2 study, together with the 
assessment of the reason of poor PS determination. Due to the fact that 
the vast majority of industry-funded clinical trials are done solely in PS 
0-1 patients, we suggest that such an initiative may be started by the 
academic community. The example of the recently reported LungART 
trial [104] shows that properly designed academic trials investigating 
the most important clinical endpoints, i.e. OS and QoL, could be practice 
changing. 

While data from RCTs are lacking, the presented herein meta- 
analysed “real-world” and trial data suggest caution with the use of 
ICI in NSCLC patients with PS ≥ 2 or higher. Such patients are, on 
average, twice less likely to achieve CR, PR or even SD when exposed to 
ICIs when compared to a representative PS ≤ 1 population. The prog
nostic significance of poor PS status was confirmed for both PFS and OS. 
Nonetheless, the safety profile is comparable irrespective of the PS score. 
In our opinion, future studies should primarily investigate whether there 
is an actual benefit of ICIs versus chemotherapy in PS ≥ 2 NSCLC pa
tients, and focus on identifying tools to allow patient selection for those 
who may benefit more from ICI therapy. 
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Łódź, Poland (503/1-090-03/503-11-001) and Medical University of 
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[13] J.A.C. Sterne, J. Savović, M.J. Page, et al., RoB 2: a revised tool for assessing risk 
of bias in randomised trials, BMJ 366 (2019), https://doi.org/10.1136/bmj. 
l4898. 

[14] J.J. Deeks, J. Dinnes, R. D’Amico, et al., Evaluating non-randomised intervention 
studies, Health Technol. Assess. 7 (2003), https://doi.org/10.3310/hta7270. 

[15] J.M. Bae, A suggestion for quality assessment in systematic reviews of 
observational studies in nutritional epidemiology, Epidemiol. Health 38 (2016), 
e2016014. 

B. Tomasik et al.                                                                                                                                                                                                                                

http://10.1016/j.lungcan.2021.06.004
https://doi.org/10.1016/j.lungcan.2021.06.004
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0005
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0005
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0005
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0010
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0010
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0010
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0015
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0015
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0015
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0020
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0020
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0025
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0025
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0025
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0030
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0030
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0030
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0030
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0030
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0035
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0035
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0035
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0035
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0040
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0040
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0040
https://doi.org/10.1016/S2213-2600(20)30033-3
https://doi.org/10.1016/S2213-2600(20)30033-3
https://www.sciencedirect.com/science/article/pii/S0923753419604424
https://www.sciencedirect.com/science/article/pii/S0923753419604424
http://www.york.ac.uk/inst/crd
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0060
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0060
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0060
https://doi.org/10.1136/bmj.l4898
https://doi.org/10.1136/bmj.l4898
https://doi.org/10.3310/hta7270
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0075
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0075
http://refhub.elsevier.com/S0169-5002(21)00431-1/sbref0075


Lung Cancer 158 (2021) 97–106

105

[16] J. “Andy” Wood, Methodology for dealing with duplicate study effects in a meta- 
analysis, Organ. Res. Methods 11 (2008) 79–95. 

[17] J.P.T. Higgins, S.G. Thompson, D.J. Spiegelhalter, A re-evaluation of random- 
effects meta-analysis, J. R. Stat. Soc. Ser. A Stat. Soc. 172 (2009) 137–159. 

[18] J. IntHout, J.P.A. Ioannidis, M.M. Rovers, J.J. Goeman, Plea for routinely 
presenting prediction intervals in meta-analysis, BMJ Open 6 (2016), e010247. 

[19] K.A. L’Abbe, A.S. Detsky, K. O’Rourke, Meta-analysis in clinical research, Ann. 
Intern. Med. 107 (1987) 224–233. 

[20] R. DerSimonian, N. Laird, Meta-analysis in clinical trials, Control. Clin. Trials 7 
(1986) 177–188. 

[21] C.B. Begg, M. Mazumdar, Operating characteristics of a rank correlation test for 
publication Bias, Biometrics 50 (1994) 1088. 

[22] M. Egger, G.D. Smith, M. Schneider, C. Minder, Bias in meta-analysis detected by 
a simple, graphical test measures of funnel plot asymmetry, BMJ 315 (1997) 
629–634. 

[23] S. Duval, R. Tweedie, A nonparametric “Trim and fill” method of accounting for 
publication bias in meta-analysis, J. Am. Stat. Assoc. 95 (2000) 89–98. 

[24] R Core Team, R A Lang Environ Stat Comput R Found Stat Comput Vienna, 
Austria, 2020, https://www.R-project.org/. 

[25] S. Balduzzi, G. Rücker, G. Schwarzer, How to perform a meta-analysis with R: a 
practical tutorial, Evid. Ment. Health 22 (2019) 153–160. 

[26] K. Takada, S. Takamori, Y. Yoneshima, et al., Serum markers associated with 
treatment response and survival in non-small cell lung cancer patients treated 
with anti-PD-1 therapy, Lung Cancer 145 (2020) 18–26. 

[27] O. Yamaguchi, H. Imai, H. Minemura, et al., Efficacy and safety of immune 
checkpoint inhibitor monotherapy in pretreated elderly patients with non-small 
cell lung cancer, Cancer Chemother. Pharmacol. 85 (2020) 761–771. 

[28] Y. Oya, H. Kuroda, T. Nakada, Y. Takahashi, N. Sakakura, T. Hida, Efficacy of 
immune checkpoint inhibitor monotherapy for advanced non-small-cell lung 
cancer with ALK rearrangement, Int. J. Mol. Sci. 21 (2020), https://doi.org/ 
10.3390/ijms21072623. 

[29] F. Barlesi, A. Dixmier, D. Debieuvre, et al., Effectiveness and safety of nivolumab 
in the treatment of lung cancer patients in France: preliminary results from the 
real-world EVIDENS study, Oncoimmunology 9 (2020), 1744898. 

[30] T. Sugano, M. Seike, Y. Saito, et al., Immune checkpoint inhibitor-associated 
interstitial lung diseases correlate with better prognosis in patients with advanced 
non-small-cell lung cancer, Thorac. Cancer 11 (2020) 1052–1060. 

[31] H. Ishii, K. Azuma, A. Kawahara, et al., Predictive value of CD73 expression for 
the efficacy of immune checkpoint inhibitors in NSCLC, Thorac. Cancer 11 (2020) 
950–955. 

[32] C. Martin, L. Lupinacci, F. Perazzo, et al., Efficacy and safety of nivolumab in 
previously treated patients with non–small-cell lung cancer: real world 
experience in Argentina, Clin. Lung Cancer 21 (5) (2020) 380–387, https://doi. 
org/10.1016/j.cllc.2020.02.014. 

[33] Y. Tambo, T. Sone, K. Shibata, et al., Real-world efficacy of first-line 
pembrolizumab in patients with advanced or recurrent non–small-cell lung 
cancer and high PD-L1 tumor expression, Clin. Lung Cancer 21 (5) (2020) 
366–379, https://doi.org/10.1016/j.cllc.2020.02.017. 

[34] F. Pantano, M. Russano, A. Berruti, et al., Prognostic clinical factors in patients 
affected by non-small-cell lung cancer receiving Nivolumab, Expert Opin. Biol. 
Ther. 20 (2020) 319–326. 

[35] R. Morita, K. Okishio, J. Shimizu, et al., Real-world effectiveness and safety of 
nivolumab in patients with non-small cell lung cancer: a multicenter retrospective 
observational study in Japan, Lung Cancer 140 (2020) 8–18. 

[36] S. Joris, T. Pieters, A. Sibille, et al., Real life safety and effectiveness of nivolumab 
in older patients with non-small cell lung cancer: results from the Belgian 
compassionate use program, J. Geriatr. Oncol. 11 (2020) 796–801. 

[37] M. Morita, M. Tamiya, D. Fujimoto, et al., Prediction of patients with a tumor 
proportion score & 50% who do not respond to first-line monotherapy with 
pembrolizumab, BMC Cancer 20 (2020), https://doi.org/10.1186/s12885-020- 
6582-4. 

[38] Y. Adachi, A. Tamiya, Y. Taniguchi, et al., Predictive factors for progression-free 
survival in non-small cell lung cancer patients receiving nivolumab based on 
performance status, Cancer Med. 9 (2020) 1383–1391. 

[39] B. Youn, N.A. Trikalinos, V. Mor, I.B. Wilson, I.J. Dahabreh, Real-world use and 
survival outcomes of immune checkpoint inhibitors in older adults with 
non–small cell lung cancer, Cancer 126 (2020) 978–985. 

[40] A. Figueiredo, M.A. Almeida, M.T. Almodovar, et al., Real-world data from the 
Portuguese Nivolumab Expanded Access Program (EAP) in previously treated 
Non Small Cell Lung Cancer (NSCLC), Pulmonology 26 (2020) 10–17. 

[41] H.J.M. Smit, J. Aerts, M. van den Heuvel, et al., Effects of checkpoint inhibitors in 
advanced non-small cell lung cancer at population level from the National 
Immunotherapy Registry, Lung Cancer 140 (2020) 107–112. 

[42] F. Nichetti, F. Ligorio, E. Zattarin, et al., Is there an interplay between immune 
checkpoint inhibitors, thromboprophylactic treatments and thromboembolic 
events? Mechanisms and impact in non-small cell lung cancer patients, Cancers 
(Basel) 12 (2020), https://doi.org/10.3390/cancers12010067. 

[43] D. Ksienski, E.S. Wai, N.S. Croteau, et al., Association of age with differences in 
immune related adverse events and survival of patients with advanced nonsmall 
cell lung cancer receiving pembrolizumab or nivolumab, J. Geriatr. Oncol. 11 
(2020) 807–813. 

[44] E. Baldini, A. Lunghi, E. Cortesi, et al., Immune-related adverse events correlate 
with clinical outcomes in NSCLC patients treated with nivolumab: the Italian 
NSCLC expanded access program, Lung Cancer 140 (2020) 59–64. 

[45] P. Corbaux, D. Maillet, A. Boespflug, et al., Older and younger patients treated 
with immune checkpoint inhibitors have similar outcomes in real-life setting, Eur. 
J. Cancer 121 (2019) 192–201. 

[46] M. Lei, A. Michael, S. Patel, D. Wang, Evaluation of the impact of thyroiditis 
development in patients receiving immunotherapy with programmed cell death-1 
inhibitors, J. Oncol. Pharm. Pract. 25 (2019) 1402–1411. 

[47] E. Muchnik, K.P. Loh, M. Strawderman, et al., Immune checkpoint inhibitors in 
real-world treatment of older adults with non–small cell lung cancer, J. Am. 
Geriatr. Soc. 67 (2019) 905–912. 

[48] R. Shibaki, S. Murakami, Y. Shinno, et al., Malignant pleural effusion as a 
predictor of the efficacy of anti-PD-1 antibody in patients with non-small cell lung 
cancer, Thorac. Cancer 10 (2019) 815–822. 

[49] M. Montana, M.E. Garcia, N. Ausias, et al., Efficacy and safety of nivolumab in 
patients with non-small cell lung cancer: a retrospective study in clinical practice, 
J. Chemother. 31 (2019) 90–94. 
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