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Abstract: Background: The pretreatment of dexamethasone on the efficacy and immune-related adverse events of 
immunotherapy involving programmed cell death 1/programmed cell death 1 ligand 1 (PD1/PDL1) inhibitors is an 
effective option for the first-line treatment of advanced non-small-cell lung cancer (NSCLC). With the immunosup-
pressive effect, corticosteroids may be used to reduce the efficacy of PDL1 blockade, as well as prevent overactive 
immune responses, thereby reducing the occurrence of immune-related adverse events (irAEs). This study quantita-
tively summarized the current evidence, and compared the efficacy and toxicity of therapies involving chemotherapy 
plus PDL1 inhibitors plus dexamethasone pretreatment (I+C+D) with chemotherapy plus PDL1 inhibitors (I+C) and 
therapies involving PDL1 inhibitors or chemotherapy alone (I or C). Methods: The protocol of this study was regis-
tered with PROSPERO (CRD42021227281). By using a network meta-analysis approach, the different treatments 
were compared and ranked based on their effectiveness and rates of irAEs at the different grades. Risk rates were 
determined through direct meta-analysis and indirect treatment comparison. Results: 12 randomized clinical trials 
were included with a total of 7155 NSCLC patients. Network meta-analysis generated 15 comparisons. The combi-
nation treatment of I+C+D showed a longer progression-free survival and overall survival, while I+C was less toxic, 
and the toxicity of I+C+D or that of I+C had been significantly decreased, compared to that of monotherapy with 
either drug. According to the ranking analysis, I+C+D is consistently proved to be the most effective therapeutic 
strategy, while I+C is linked to the lowest rate of irAEs, with the rate of grade value of ≥3 irAEs. Conclusion: The 
combination treatment of I+C+D is the most effective approach for the first-line treatment of NSCLC patients treated 
with I+C, I, or C.
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Introduction

Till now, there is no unanimous conclusion 
regarding the effects of steroids on the efficacy 
of immunotherapy drugs in non-small cell lung 
cancer (NSCLC) [1-3]. The KEYNOTE-407 clini-
cal trial reported that pembrolizumab com-
bined with either paclitaxel/carboplatin or 
nanoparticle albumin-bound paclitaxel (nab-p)/
carboplatin in the treatment of lung squamous 
cell carcinoma did not reveal a significant dif-

ference in overall response rate (ORR) between 
the two groups [4]. In terms of survival benefit, 
progression-free survival (PFS) in the nab-p 
group was even lower than that observed in the 
paclitaxel group [4].

It was demonstrated in a previous study on the 
effect of hormones on the treatment of NSCLC 
with programmed cell death 1 (PD1) or pro-
grammed cell death 1 ligand 1 (PDL1) antibod-
ies that, at the beginning of treatment with 
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PDL1 antibody, ORR, PFS, and overall survival 
(OS) of patients treated with ≥10 mg predni-
sone were lower than the recorded values of 
the patients receiving <10 mg prednisone [5], 
indicating that treating physicians should be 
cautious about the application of the immuno-
therapy by using hormones to patients with 
lung cancer. However, the National Compre- 
hensive Cancer Network (NCCN) and American 
Society of Clinical Oncology (ASCO) guidelines 
recommend the administration of dexametha-
sone to treat nausea and vomiting during radio-
therapy and chemotherapy [6-8]. In addition, 
pretreatment with dexamethasone was per-
formed according to the recommended therapy 
by using pemetrexed and paclitaxel.

Corticosteroids are widely applied in the oncol-
ogy field as adjuvant-based anti-tumor therapy 
to relieve tumor-related manifestations. How- 
ever, they are less effective in the context of 
cancer-related palliative treatment, symptom-
atic brain metastasis, cancer-related shortness 
of breath, bone metastasis pain, cancer-relat-
ed fever, and previous chemotherapy- or radio-
therapy-induced pneumonia. Considering their 
immunosuppressive effects and potential inhi-
bition of T cell functions, corticosteroids may 
affect the efficacy of anti-PD1/PDL1 monoclo-
nal antibodies [7-9]. In comparison with PDL1 
inhibitor monotherapy, combination chemo-
therapy for the first-line treatment of NSCLC 
decreased the rates of most immune-related 
adverse events (irAEs), such as pneumonitis 
and endocrine and skin reactions, and the over-
all rate of adverse events [10]. However, the 
study results of pretreatment with dexametha-
sone on the efficacy and irAEs in treatment  
for advanced NSCLC remain elusive and 
controversial.

To fill this gap, an indirect meta-analysis was 
performed to compare these rates for the fol-
lowing treatment regimens in the present study: 
PD1 inhibitors plus chemotherapy plus dexa-
methasone (I+C+D); PD1 inhibitors plus chemo-
therapy (I+C); and PD1 inhibitors alone (I).

Materials and methods

Literature search and selection

Online databases, including PubMed (National 
Library of Medicine, Bethesda, MD, USA), Web 
of Science (Thompson Scientific, Philadelphia, 

PA, USA), MEDLINE, and the Cochrane Library, 
were searched for the eligible studies related to 
the following terms and relevant variants in 
English: NSCLC, first-line, front line, PD1/L1, 
nivolumab, pembrolizumab, atezolizumab, dur-
valumab, sintilimab, tislelizumab, toripalimab, 
camrelizumab, avelumab, Imfinzi (Tecentriq) OR 
(atezolizumab) OR (lambrolizumab) OR (Key- 
truda) OR (pembrolizumab) OR (Opdivo) OR 
(Nivolumab) (Dexamethasone) (Dexpak) OR 
(Dexasone).

This study also screened abstracts presented 
at the 2018 ASCO, International Conference  
on Oncology, European Society for Medical 
Oncology (ESMO), World Conference on Lung 
Cancer (WCLC), and American Association for 
Cancer Research, with all the articles or confer-
ence abstracts reported before November 30, 
2020.

With the study protocol approved by the Tianjin 
Cancer Hospital (Tianjin, China), this study was 
conducted following the Preferred Reporting 
Items for Systematic Reviews and Meta-Ana- 
lyses guidelines and was registered with 
PROSPERO (CRD42021227281).

The articles were identified by viewing the titl- 
es, abstracts, and full texts, thus leaving eligi-
ble studies meeting the following criteria: (1) 
randomized controlled trials (RCTs); (2) compar-
ison studies of first-line therapies (I, I+C, or 
I+C+D) for advanced NSCLC; and (3) studies 
that reported the outcome of adverse events  
of interest. Non-comparative studies, case 
reports, review articles, commentary articles, 
letters, editorials, and expert opinions were 
excluded. All materials for any trials, including 
full-text articles, supplementary appendices, 
and conference abstracts (WCLC, ESMO, and 
ASCO), were used as resources. The grade of 
irAEs was determined based on the Common 
Terminology Criteria for Adverse Events (ver-
sion 4.0) of the National Cancer Institute. The 
most recently updated data from each trial 
were chosen for analysis.

Data extraction and quality assessment

With each article independently evaluated by 
two investigators (WK and LYW) and any con-
flict adjudicated by a more senior investigator 
(PZY), data extraction was performed by us- 
ing a Microsoft Excel database (Microsoft 
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Corporation, Redmond, WA, USA). The research-
ers extracted the reported number of each irAE, 
the total group numbers of the experimental 
groups and the controls from the eligible stud-
ies, with the primary outcomes of the pooled 
rates of irAEs, indirect relative risks, PFS, and 
OS with I+C+D versus I. Following terms were 
included in the study characteristics: treatment 
lines, trial phase, blinding method, and the 
numbers and treatments of experimental and 
control groups (Table 1).

Statistical analysis

A pair-wise meta-analysis was performed by 
using STATA version 15, with the odds ratio set 
with 95% confidence intervals (CIs) for dichoto-
mous outcomes [11-13]. Heterogeneity was 
analyzed by I-squared statistics with a signifi-
cance limit at I-squared >50%, suggesting high 
heterogeneity. Based on the rank probability of 
each treatment strategy, the surface under the 
cumulative ranking (SUCRA), indicating the 
rank of the included treatments, was applied 
[14, 15]. For each treatment regimen, a vector 
of cumulative probability network plots of over-
all or subgroup populations for the three first-
line therapies was completed based on the net-
work package on STATA SE (version 15) [16, 
17]. The number of trials and the sample size 
was taken into consideration of the network 
plots. The heterogeneity among the studies 
was evaluated by using the Cochran I2 statis- 
tic among effect estimates [13-15]. An I2 statis-
tic >50% indicated statistical heterogeneity 
among the studies. The fixed-effects model 
was preferred owing to its having no significant 
statistical heterogeneity. In addition, the ran-
dom-effects model was used, for the meta-
analysis, to calculate pooled estimates, with 
pooled rates of their 95% CIs, P values, and 
indirect relative risks of their 95% CIs deter-
mined to assess the risk of irAEs for each esti-
mate. A two-sided P-value <0.05 denoted sta-
tistical significance.

The median ranks and SUCRA were estimated 
for all treatment regimens to determine the 
hierarchy of safety profiles. SUCRA was the per-
centage of drug safety on the adverse events 
that would be ranked first without uncertainty. 
SUCRA values of 1 or 0 are indicative of cer-
tainty that the safety profile of a drug is the best 
and worst, respectively [17-19].

Since consistency (defined as agreement) 
between direct and indirect results is the key to 
robust findings, the presence of inconsistency 
was first evaluated by node splitting analysis in 
the entire network on particular comparisons 
[18-20]. Subsequently, the loop-specific app- 
roach was adopted to evaluate the presence of 
inconsistency in each loop [17]. The values of 
the two odds ratios (RR) from direct and indi-
rect evidence with 95% CI were calculated a 
P-value of <0.05 denoted significant inconsis-
tency. Stratified analysis was performed by 
applying the meta-analysis package of R soft-
ware (3.6.0), using the metaprop, forest, fun-
nel, and metabias commands.

Results

Study selection and quality assessment

A total of 12 relevant RCTs published online or 
reported as abstracts during the international 
conferences held in 2020 (ASCO, ESMO, and 
WCLC) were included (a total of 7115 patients). 
All the studies were phase III international mul-
ticenter trials investigating PDL1 inhibitors, 
chemotherapy, or their combination for the 
first-line treatment of advanced NSCLC. The 
demographics of all the included studies are 
shown in Table 1. The results of a comparability 
analysis at baseline were shown that no signifi-
cant baseline characteristics among groups 
(P>0.05). As shown in Figure 1, network plots 
of overall and subgroup populations are based 
on the connection of four types of first-line 
treatments (I+C+D, I+C, I, and C groups).

Circles, with their sizes proportioned to the 
numbers of studies included, represent the 
interventions denoted as nodes in the network, 
while lines, with their thicknesses indicating 
the number of randomized clinical trials (RCTs) 
included in each comparison, represent direct 
comparisons within the frame of RCTs. No sta-
tistical inconsistency was shown in the three 
loops, indicting no differences observed 
between direct and indirect estimates for each 
comparison.

PFS and OS

PFS was analyzed by using data obtained from 
12 studies [18-30], with three of them involving 
three treatment arms (KEYNOTE 407, IMpower 
131, and RATIONALE 307) and nine others 
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Table 1. Include trial references

Trial references Phase no. 
patients Therapy line Study arm No. of 

patients
Meta-analysis 
comparison

IMpower 130 Atezolizumab/PDL1 Phase III RCT 679 First line Atezolizumab + carboplatin + nab-paclitaxel (4-6 cycles) followed by atezolizumab (mainte-
nance therapy)

451 I+C

Carboplatin + nab-paclitaxel (4-6 cycles) followed by pemetrexed (maintenance therapy) or 
best supportive care

288 C

IMpower 131 Atezolizumab/PDL1 Phase III RCT 683 First line Atezolizumab + carboplatin + nab_x005f paclitaxel (4-6 cycles) followed by atezolizumab 
(maintenance therapy)

343 I+C

Atezolizumab + carboplatin + paclitaxel pretreatment with dexamethasone 338 I+C+D

Carboplatin + nab-paclitaxel (4-6 cycles) followed by best supportive care 340 C

CheckMate-026 Nivolumab/PD1 Phase III RCT 541 First line Nivolumab (every 2 weeks) 271 I

Platinum-based chemotherapy regimens (4 cycles) followed by pemetrexed (maintenance 
therapy)

270 C

ORIENT-11 Sintilimab/PD1/CHINA Phase III RCT 397 First line Sintilimab + pemetrexed + platinum + pretreatment with dexamethasone 252 I+C+D

Platinum + pemetrexed 126 C

Camel Camrelizumab/PD1/CHINA Phase III RCT 419 First line Camrelizumab + 4-6 cycles of carboplatin plus pemetrexed + pretreatment with dexametha-
sone

205 I+C+D

Platinum + pemetrexed 207 C

RATIONALE 304 Tislelizumab/PD1/CHINA Phase III RCT 332 First line Tislelizumab + 4-6 cycles of carboplatin plus pemetrexed + pretreatment with dexametha-
sone

222 I+C+D

Platinum + pemetrexed 110 C

RATIONALE 307 Tislelizumab/PD1/CHINA Phase III RCT 360 First line Tislelizumab + paclitaxel and carboplatin + pretreatment with dexamethasone 120 I+C+D

Tislelizumab + nab-paclitaxel and carboplatin 120 I+C

Paclitaxel and carboplatin IV Q3W 121 C

KEYNOTE 024 Pembrolizumab/PD1 Phase III RCT 305 First line Pembrolizumab (35 cycles) 154 I

Platinum-based chemotherapy regimens (4-6 cycles) 151 C

KEYNOTE 042 Pembrolizumab/PD1 Phase III RCT 1274 First line Pembrolizumab (35 cycles) 637 I

Platinum-based chemotherapy regimens (4-6 cycles) followed by pemetrexed (maintenance 
therapy)

637 C

KEYNOTE 407 Pembrolizumab/PD1 Phase III RCT 559 First line Pembrolizumab (35 cycles) followed by carboplatin + paclitaxel (4 cycles) + pretreatment with 
dexamethasone

169 I+C+D

Pembrolizumab (35 cycles) followed by carboplatin +nab-paclitaxel (4 cycles) 109 I+C

Placebo (35 cycles) followed by carboplatin + nab-paclitaxel/or paclitaxel (4 cycles) 280 C

KEYNOTE 189 Pembrolizumab/PD1 Phase III RCT 616 First line Pembrolizumab (35 cycles) followed by platinum + pemetrexed (4 cycles) + pretreatment with 
dexamethasone

410 I+C+D

Placebo (35 cycles) followed by platinum + pemetrexed (4 cycles) 206 C

IMpower 132 Atezolizumab/PDL1 Phase III RCT 578 First line Atezolizumab + platinum + pemetrexed (4-6 cycles) followed by atezolizumab + pemetrexed 
(maintenance therapy) + pretreatment with dexamethasone

292 I+C+D

Platinum + pemetrexed (4-6 cycles) followed by pemetrexed (maintenance therapy) 286 C

7,115
Abbreviations: C, chemotherapy; D, dexamethasone; I, PDL1 inhibitors; PDL1, programmed cell death 1 ligand 1.
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including two arms (I+C+D: eight trials, N= 
2,008; I+C: four trials, N=1,023; I: three trials  
of PDL1 inhibitors alone [CHEKMATE 026, 
KEYNOTE 024, KEYNOTE 042], N=1,062; C: all 
12 trials, N=3,022). Meta-analyses of efficacy 
were feasible for the following three compari-
sons: I+C+D versus C (eight trials); I+C versus  
C (four trials); and I versus C (three trials). 
Regarding all the subjects involved, the use of 
I+C+D for the treatment of patients with meta-
static NSCLC meant a statistically significant 
improvement in PFS (hazard ratio [HR]: 0.50, 
95% CI: 0.37-0.72). A network meta-analysis 
was conducted to investigate the treatment 
modalities included in the network plot (Figure 
1).

Based on the above comparisons, the results 
obtained from network meta-analyses were 
consistent with those from standard pairwise 
meta-analyses (Figure 2). Overall, I+C+D and 
I+C therapies were more effective than C in 
terms of PFS. The combination therapy of 
I+C+D showed a statistically significant (HR: 

0.66; 95% CI: 0.32-1.30) OS advantage over 
I+C (HR: 0.72; CI: 0.46-1.10) or I (HR: 0.79; CI: 
0.30-2.1) (Figure 3). Besides, multiple compari-
sons of the rates are shown in Table 2. The 
rank probabilities of the four treatment regi-
mens in terms of the best treatment are pre-
sented in Table 2, with I+C+D 0.46 (0.32, 0.65) 
shown to be the best therapeutic option.

Overall incidence of irAEs

The contribution of direct comparisons to deter-
mine the network meta-analysis estimates for 
mixed and indirect evidence was summarized. 
Overall, the rate of all-grade irAEs for the I+C+D 
and I+C regimens was the least parameter in all 
studies [18-30]. However, I+C was less toxic 
than I+C+D, although this difference did not 
reach statistical significance (HR: 1.07; 95% CI: 
0.80-1.44). The combination therapy of I+C+D 
did not show increased toxicity in comparison 
with I+C or I. The combination therapy of I+C+D 
or that of I+C exhibited significantly decreased 
toxicity compared to monotherapy with either 
agent (I or C): I+C+D versus C (RR: 0.92; 95% CI: 
0.56-1.51); I+C versus C (RR: 0.62; 95% CI: 
0.37-1.04) (Figure 4).

I+C therapy was superior, with a significantly 
lower incidence of SAE (severe adverse events), 
(World Health Organization P G3 events), to 
I+C+D (RR: 1.49; 95% CI: 0.97-2.28) and I (RR: 
0.46; CI: 0.32-0.66) therapies. Treatment with I 
was associated with higher grade 3-5 toxicity 
than I+C+D (RR: 0.72; 95% CI: 0.65-3.55) 
(Figure 5).

Ranking findings

Ranking analysis for irAEs performed with 
SUCRA suggested that the combination regi-
men I+C is the best treatment option (SUCRA: 
66.5%), followed by I+C+D (SUCRA: 59.1%) 
(Figure 6).

The rank probabilities of four strategies in 
terms of the best PFS , and the SUCRA ranking 

Figure 1. The network plot of the effectiveness of 
four different treatment regimens.

Figure 2. Progression-free survival of chemotherapy 
plus ICD/IC/I. I+C+D and I+C therapies were more 
effective than C in terms of PFS.

Figure 3. Overall survival of chemotherapy plus ICD/
IC/I. The combination therapy of I+C+D showed a 
statistically significant OS advantage over I+C and I.
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Table 2. The rank probabilities of four treatment regimens
I+C+D I+C I C
I+C+D 1.02 (0.53, 3.13) 3.14 (1.90, 5.19) 3.70 (1.93, 7.07)
0.46 (0.32, 0.65) IC 1.43 (1.01, 2.04) 1.69 (0.99, 2.90)
0.62 (0.19, 0.53) 0.70 (0.49, 0.99) I 1.18 (0.67, 2.08)
0.57 (0.14, 0.52) 0.59 (0.34, 1.01) 0.85 (0.48, 1.50) C

Figure 4. Toxicity of chemotherapy plus ICD/IC/I. 
The combination therapy of I+C+D or that of I+C ex-
hibited significantly decreased toxicity compared to 
monotherapy with either agent (I or C).

Figure 5. SAE of chemotherapy plus ICD/IC/I. I+C 
therapy was superior, with a significantly lower inci-
dence of SAE.

of four examined strategies based on the cumu-
lative efficacy rank probability are both pre-
sented in Figure 7. The I+C+D regimen ranked 
first (SUCRA: 100%), followed by the I+C regi-
men (SUCRA: 95.2%). All three treatments  
significantly increased the PFS of patients  
and demonstrated satisfactory performance 
(Figure 7).

The findings on efficacy and irAEs were incorpo-
rated into a bivariate ranking plot (Figure 8), 

with the ideal treatment 
(highest performance = best 
efficacy + lowest rate of 
irAEs) supposed to appear in 
the upper right corner of the 
plot. Although both I+C+D 
and I+C combination regi-
mens improved treatment 

efficacy and tolerability, remarkably, the latter 
was associated with better results for these 
parameters than the former.

Discussion

Summary of key findings

This study indicated that the combination ther-
apy of I+C+D decreased the rate of most irAEs 
associated with PDL1 inhibitors for the first-line 
treatment of NSCLC. The first-line treatment of 
NSCLC was developed by applying the pretreat-
ment with dexamethasone in combination with 
immune checkpoint inhibitors. Utilizing network 
meta-analysis, differences in the effectiveness 
and toxicity of treatment regimens were deter-
mined, with the analyses based on the avail-
able evidence, suggesting that the combination 
regimen I+C+D might be the most effective and 
least toxic therapeutic strategy compared with 
other options (Figure 8). Despite a variety of 
PD1 antibodies developed and similar clinical 
trials carried out in China, the grade of evidence 
still revealed many problems.

Data for I+C+D treatments (e.g., sintilimab, 
tislelizumab, toripalimab, or camrelizumab) 
were predominantly collected from Chinese 
cohorts. In the RATIONALE 304 trial, the OS 
outcome was not reached. A comparison was 
carried out in the SHR-1210-307 trial between 
camrelizumab plus carboplatin plus paclitaxel 
and chemotherapy as first-line treatment for 
advanced squamous NSCLC, with an I+C+D 
regimen included. Reactive cutaneous capillary 
endothelial proliferation was the most common 
adverse event (approximately 75%) related to 
camrelizumab [22]. The therapeutic effect was 
not influenced by pretreatment with hormone 1 
day prior to chemotherapy and infusion of 
immunotherapy and chemotherapy the follow-
ing day, but with the reduced occurrence of 
side effects [19-24]. However, the side effects 
of immunotherapy were not affected by the 
second administration of immunotherapy after 
the application of high dose hormone. Similarly, 
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we found that I+C+D had the best therapeutic 
effect, without significantly increasing the toxic-
ity in comparison with I+C or I. Therefore, the 
combination may serve as a safe and effective 
alternative for NSCLC treatment.

Comparison with other studies

Our findings are consistent with those of previ-
ous studies. Wang et al. compared treatments 
with a PDL1 inhibitor alone with combined che-
motherapy for the first-line treatment of NSCLC, 
reporting a decreased rate of most irAEs (e.g., 
pneumonitis and endocrine and skin reactions), 
and the overall rate of adverse events associ-
ated with combined therapy [31], indicating 
that the application of checkpoint inhibitors 
plus chemotherapy was different from chemo-
therapy alone for the first-line treatment of 
NSCLC, with significantly prolonged OS and  
PFS [32]. In the present study, we also identi-
fied that the combination of I+C+D is the most 
effective approach for the first-line treatment of 
NSCLC patients comparing to I+C, I, or C. Of 
note, the efficacy may be due to the poor prog-
nosis of these patients, thus making it neces-
sary to reduce or discontinue hormonal therapy 
before initiating immunotherapy [5]. In line with 

the results of our investigation, Wang et al. sug-
gested the superiority of the combination treat-
ment of I+C+D or I+C.

Limitations

While this study demonstrated that the combi-
nation treatment of I+C+D is linked to greater 
effectiveness and lower toxicity than the com- 
bination treatment of I+C (Figure 4), the evi-
dence regarding the effects on PFS was mostly 
collected from the Chinese population, leading 
to a result that these conclusions may not be 
generalizable to other populations. Hence, the 
present findings are warranted to be verified 
with RCTs directly comparing the two therapeu-
tic strategies in more diverse populations.

The administration of treatments after progres-
sion can mask the effectiveness. Patients who 
progressed, including those in the control arm, 
were allowed to receive treatment as those in 
the experimental group; this may impact the 
difference in OS observed between the two 
arms. Meanwhile, regarding toxicity, there was 
no available information on whether adverse 
events were observed before or after the treat-
ment switch.

Research and clinical implication

Most safety assessments of PD1/PDL1 inhibi-
tors are derived from comparisons with chemo-
therapy. Although indirect comparisons were 
used in this study, it had provided a head- 
to-head comparison of I+C+D and I+C. To 
strengthen the present conclusions, trials as- 
sessing the effectiveness and safety of treat-
ment regimens combining hormones, PD1/
PDL1 inhibitors, and chemotherapy should be 
conducted in the future. The results of both  
all-grade and high-grade outcomes were not 
stable in the sensitivity analysis. It should be 
noted that the rates of irAEs are more likely to 
be higher for PD1 than for PDL1, in keeping 
with their combination with chemotherapy. 
Moreover, the immune-related all-grade and 
high-grade outcomes were also significant for 
both nivolumab and pembrolizumab therapies.

Conclusions

In the absence of RCTs directly comparing 
I+C+D, I+C, I, and C therapies, the findings in 
this research suggest that I+C+D is an effective 

Figure 6. Ranking analysis for irAEs performed with 
SUCRA. I+C is the best treatment option (SUCRA: 
66.5%), followed by I+C+D (SUCRA: 59.1%).
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therapeutic strategy for patients with NSCLC, 
despite its lower tolerability compared with that 
observed for single agents. The present results 
are warranted to be verified in further investiga-
tions, particularly phase III RCT, comparing with 
I+C+D and I+C regimens.
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