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Figure S1. Quality Assessment Using the Risk of Bias Tool (ROB Tool). Bias Tool which was
performed using Review Manager version 5.1.
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Figure S2. Forest Plot and Pooled HR 95% CI for (A) Overall survival; (B) Progression free survival;
(C) Objective response rate.
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Figure S3. Forest Plot and Pooled HR 95% CI for Grade 3-4 Adverse Events.
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Figure S5. League Table with NMA Estimates for Specific Adverse Effects. (A)Thrombocytopenia;
(B)Anemia; (C) Neutropenia; * CTX: chemotherapy; Ipili: Ipilimumab; Pembro: Pembrolizumab;
Durva: Durvalumab; Atezo: Atezolizumab.

Table S2. Summary of Death Events for the Included RCTs.

Experimental Arm

Control Arm

Trial Name Regimen Patient Death Death Regimen Patient Death Death
Number Number (%) Number Number (%)
PD-1
inhibitors
Keynote-604  pembrolizumab + EP 223 14 6.28% EP alone 223 12 5.38%
EA5161 nivolumab + EP 80 9 11.25% EP alone 80 7 8.75%
PD-L1
inhibitors
IMpower133 atezolizumab + EP 198 3 1.52% EP alone 196 3 1.53%
CASPIAN durvalumab + EP 265 13 4.91% EP alone 265 15 5.66%
CTLA4
inhibitors
CA184-156 ipilimumab + EP 478 4 0.84% EP alone 476 3 0.63%
EP: platinum chemotherapy (carboplatin or cisplatin) with etoposide.
Table S3. Search Strategy in PubMed.
Search Strategy in PubMed
Search Query Results
small cell lung cancer [MeSH Terms] OR “bronchial small cell carcinoma” OR “lung
small cell cancer” OR “lung small cell carcinoma” OR “pulmonary small cell
#1 carcinoma” OR “small cell bronchial cancer” OR “small cell bronchial carcinoma” 74,474
OR “small cell lung cancer” OR “small cell lung carcinoma” OR “small cell
pulmonary cancer” OR “small cell pulmonary carcinoma”
0 (((“small cell lung cancer”[Title/Abstract]) OR (“small cell lung 73 884
carcinoma” [Title/Abstract]))) OR (“SCLC”[Title/Abstract]) !
#3 #1 OR #2 75,260




#4

(((“non small cell lung carcinoma”[Title/Abstract]) OR (“non small cell lung
neoplasm”[Title/Abstract])) OR (“non small cell lung cancer”[Title/Abstract])) OR
(non small cell lung cancer[MeSH Terms])

74,961

#5

#3 NOT #4

12,838

#6

“limited stage”

1362

#7

#5 NOT #6

12,069

#8

immunotherapy[Title/Abstract] OR “brm therapy”[Title/Abstract] OR “biologic
response modifier therapy”[Title/Abstract] OR “biological response modifier
therapy”[Title/Abstract] OR “immune therapy”[Title/Abstract] OR “immunogenic
therapy”[Title/Abstract]

83,173

#9

pembrolizumab][Title/Abstract] OR keytruda[Title/Abstract] OR
atezolizumab|Title/Abstract] OR tecentriq[Title/Abstract] OR

mpd13280a[Title/ Abstract] OR nivolumab|Title/Abstract] OR opdivo[Title/Abstract]
OR durvalumab][Title/Abstract] OR imfinzi[Title/Abstract] OR
avelumab|Title/Abstract] OR bavencio[Title/Abstract] OR
msb0010718¢[Title/Abstract] OR lambrolizumab[Title/Abstract] OR
pidilizumab|Title/Abstract] OR ipilimumab|Title/Abstract] OR
yervoy|Title/Abstract] OR tremelimumab][Title/Abstract]

9736

#10

#8 OR #9

89,094

#11

(randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized|tiab]
OR placebo[tiab] OR clinical trials as topic[mesh:noexp] OR randomly][tiab] OR
trial[ti])

1,325,260

#12

#7 AND #10 AND #11

43

#13

(#12 AND humans[mesh:noexp]) OR (#12 NOT animals[mesh:noexp])

43

#14

#13 NOT (“infant”[mesh] OR “child”[mesh] OR “adolescent”[mesh] OR
adolescent[Title/Abstract] OR child*[Title/Abstract] OR infant[Title/Abstract] OR
newborn[Title/Abstract]) Sort by: Most Recent
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Table S4. Search Strategy in Embase.

Search Strategy in Embase

Search

Query

Results

#1

‘small cell lung cancer’/exp OR ‘bronchial small cell cancer” OR “bronchial small cell
carcinoma’ OR ‘lung small cell cancer’ OR ‘lung small cell carcinoma” OR
‘microcellular lung carcinoma’ OR “pulmonary small cell cancer’ OR “pulmonary
small cell carcinoma’ OR “small cell bronchial cancer’ OR “small cell bronchial
carcinoma’ OR “small cell cancer, lung” OR “small cell lung cancer’ OR “small cell
lung carcinoma’ OR ‘small cell pulmonary cancer’ OR ‘small cell pulmonary
carcinoma’

159,576

#2

‘small cell lung cancer’:ab,ti OR “small cell lung carcinoma’:ab,ti OR ‘small cell lung
neoplasm’:ab,ti OR “sclc’:ab,ti OR ((‘small cell lung” NEAR/3 cancer):ab,ti) OR
(("small cell lung’ NEAR/3 carcinoma):ab,ti) OR ((“small cell lung’ NEAR/3
neoplasm):ab, ti)

115,377

#3

#1 OR #2

160,777

#4

‘lung non-small cell carcinoma cell line”:ab,ti OR ‘non small cell lung carcinoma’:ab,ti
OR “non small cell lung neoplasm’:ab,ti OR “nsclc’:ab,ti OR ((non NEAR/2 ‘small cell
lung’):ab, ti)

115,833

#5

‘non small cell lung cancer’/exp

159,074

#6

#4 OR #5

173,785

#7

#3 NOT #6

21,705

#8

(limited NEAR/2 stage):ab, ti

2964

#9

#7 NOT #8

20,376

#10

immunotherapy:ab,ti OR ‘brm therapy’:ab,ti OR “biologic response modifier
therapy’:ab,ti OR ‘biological response modifier therapy’:ab,ti OR ‘biolog* response
modifier therapy’:ab,ti OR ‘immune therapy’:ab,ti OR ‘immunogenic therapy’:ab,ti
OR ((immu* NEAR/3 therapy):ab,ti) OR ((immu* NEAR/3 treatment*):ab,ti) OR
((‘immune checkpoint’ NEAR/3 inhibitor*):ab,ti) OR ((‘pd1” NEAR/3 inhibitor*):ab,ti)
OR ((‘pdl1” NEAR/3 inhibitor*):ab,ti) OR ((‘pd-1" NEAR/3 inhibitor*):ab,ti) OR ((‘pd-
11" NEAR/3 inhibitor*):ab,ti) OR ((“programmed death’ NEAR/2 ‘1 inhibitor*’):ab,ti)
OR ((‘programmed death ligand” NEAR/2 ‘1 inhibitor*’):ab, ti)

233,150

#11

pembrolizumab:ab,ti OR keytruda:ab,ti OR ((mk NEAR/2 3475):ab,ti) OR
atezolizumab:ab,ti OR tecentriq:ab,ti OR mpdl3280a:ab,ti OR nivolumab:ab,ti OR
opdivo:ab,ti OR ((mdx NEAR/2 1106):ab,ti) OR durvalumab:ab,ti OR imfinzi:ab,ti OR
((med NEAR/2 i4736):ab,ti) OR avelumab:ab,ti OR bavencio:ab,ti OR

23,400




msb0010718c:ab,ti OR lambrolizumab:ab,ti OR pidilizumab:ab,ti OR ((ct NEAR/2
011):ab,ti) OR ipilimumab:ab,ti OR yervoy:ab,ti OR tremelimumab:ab,ti

#12 #10 OR #11 244,595
‘clinical trial’/de OR ‘randomized controlled trial’/de OR ‘randomization’/de OR
‘single blind procedure’/de OR ‘double blind procedure’/de OR “crossover
13 procedure’/de OR (‘randomi?ed controlled” NEXT/1 trial*) OR rct OR ‘randomly 1733540
allocated’” OR “allocated randomly” OR ‘random allocation” OR (allocated NEAR/2 e
random) OR (single NEXT/1 blind*) OR (double NEXT/1 blind*) OR ((treble OR
triple) NEAR/1 blind*)
194
#14 #9 AND #12 AND #13 Source Embase = 185
PubMed =8
15 #14 AND ([young adult]/lim OR [adult]/lim OR [middle aged]/lim OR [aged]/lim OR 100

[very elderly]/lim) AND [humans]/lim




