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I. Zweckmäßige Vergleichstherapie: Kriterien gemäß 5. Kapitel § 6 VerfO G-BA 

Pembrolizumab 
[zur neoadjuvanten und anschließend zur adjuvanten Behandlung des resezierbaren NSCLC mit hohem Rezidivrisiko] 

Kriterien gemäß 5. Kapitel § 6 VerfO 

Sofern als Vergleichstherapie eine Arzneimittelanwendung in  
Betracht kommt, muss das Arzneimittel grundsätzlich eine 
Zulassung für das Anwendungsgebiet haben. 

Siehe Übersicht „II. Zugelassene Arzneimittel im Anwendungsgebiet“. 

Sofern als Vergleichstherapie eine nicht-medikamentöse 
Behandlung in Betracht kommt, muss diese im Rahmen der 
GKV erbringbar sein. 

Prä-operative (neoadjuvante) Strahlentherapie 
Post-operative (adjuvante) Strahlentherapie (Stadium III) 

Beschlüsse/Bewertungen/Empfehlungen des Gemeinsamen 
Bundesausschusses zu im Anwendungsgebiet zugelassenen 
Arzneimitteln/nicht-medikamentösen Behandlungen 

Beschlüsse über die Nutzenbewertung von Arzneimitteln mit neuen Wirkstoffen nach § 35a SGB V: 
- Nivolumab: Beschluss vom 01.02.2024 
- Atezolizumab: Beschluss vom 05.01.2023 

Die Vergleichstherapie soll nach dem allgemein anerkannten 
Stand der medizinischen Erkenntnisse zur zweckmäßigen 
Therapie im Anwendungsgebiet gehören. 

 
Siehe systematische Literaturrecherche 
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II. Zugelassene Arzneimittel im Anwendungsgebiet 

Wirkstoff 
ATC-Code 
Handelsname 

Anwendungsgebiet 
(Text aus Fachinformation) 

Zu bewertendes Arzneimittel: 

Pembrolizumab 
L01FF02 
Keytruda 

Anwendungsgebiet laut Zulassung: 
Pembrolizumab ist in Kombination mit Platinbasierter Chemotherapie zur neoadjuvanten und anschließend als Monotherapie zur adjuvanten Behandlung des 
resezierbaren nicht-kleinzelligen Lungenkarzinoms mit hohem Rezidivrisiko bei Erwachsenen angezeigt (hinsichtlich Selektionskriterien siehe Abschnitt 5.1). 

Zytostatika 

Vinorelbin  
L01CA04 
Navelbine 

Vinorelbin ist bei erwachsenen Patienten angezeigt zur Behandlung von: 
als adjuvante Behandlung von nicht-kleinzelligem Bronchialkarzinom in Kombination mit einer platinbasierten Chemotherapie 

Antikörper 

Atezolizumab 
L01FF05 
Tecentriq 

Nicht-kleinzelliges Lungenkarzinom (non-small cell lung cancer, NSCLC) im Frühstadium 
Tecentriq als Monotherapie wird angewendet zur adjuvanten Behandlung des NSCLC nach vollständiger Resektion und platinbasierter Chemotherapie bei 
erwachsenen Patienten mit hohem Risiko für ein Rezidiv und deren Tumoren eine PD-L1-Expression auf ≥ 50 % der Tumorzellen (tumour cells, TC) aufweisen 
und kein EGFR(epidermal growth factor receptor, epidermaler Wachstumsfaktorrezeptor)-mutiertes oder ALK(anaplastische-Lymphomkinase)-positives NSCLC 
haben (siehe Abschnitt 5.1 zu den Auswahlkriterien). 

Nivolumab 
L01FF01 
Opdivo 

Neoadjuvante Behandlung des NSCLC 
Opdivo ist in Kombination mit platinbasierter Chemotherapie für die neoadjuvante Behandlung des resezierbaren nicht-kleinzelligen Lungenkarzinoms mit 
Tumorzell-PD-L1-Expression ≥ 1 % bei Erwachsenen mit hohem Rezidivrisiko indiziert (Auswahlkriterien siehe Abschnitt 5.1). 

Pembrolizumab 
L01FF02 
Keytruda 

Nicht-kleinzelliges Lungenkarzinom (non small cell lung carcinoma, NSCLC) 
Keytruda ist als Monotherapie zur adjuvanten Behandlung des nicht-kleinzelligen Lungenkarzinoms mit hohem Rezidivrisiko nach vollständiger Resektion und 
Platin-basierter Chemotherapie bei Erwachsenen angezeigt (hinsichtlich Selektionskriterien siehe Abschnitt 5.1). 

Quellen: AMIce-Datenbank, Fachinformationen 
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Abkürzungsverzeichnis 
ALK Anaplastic Lymphoma Kinase 

ASCO American Society of Clinical Oncology 

AWMF Arbeitsgemeinschaft der wissenschaftlichen medizinischen Fachgesellschaften 

CI/KI Konfidenzintervall 

CRS Neoadjuvant chemotherapy followed by surgery and adjuvant radiotherapy 

CrI Kredibilitätsintervall 

CSC Neoadjuvant chemotherapy followed by surgery and adjuvant chemotherapy 

DFS Disease-free survival 

EBMC Evidence Based Medicine Committee 

EGFR Epidermal Growth Factor Receptor 

G-BA Gemeinsamer Bundesausschuss 

GoR Grade of Recommendations 

GRADE Grading of Recommendations Assessment, Development and Evaluation 

HR Hazard Ratio 

IQWiG Institut für Qualität und Wirtschaftlichkeit im Gesundheitswesen 

LA Locally advanced 

LRFS Local-regional recurrence survival 

LoE Level of Evidence 

NICE National Institute for Health and Care Excellence  

NMA Netzwerkmetaanalyse 

NSCLC Non-small Cell Lung Cancer 

OR Odds Ratio 

OS Overall Survival  

PD-L1 Programmed cell death ligand-1 

PFS Progression Free Survival  

PORT Postoperative radiation therapy 

RCT Randomized Controlled Trial  

SAE Serious Adverse Event 

TNM Tumor, Nodes, Metastases 

WHO World Health Organization 
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1 Indikation 
Zur neoadjuvanten und anschließend zur adjuvanten Behandlung des resezierbaren nicht-
kleinzelligen Lungenkarzinoms mit hohem Rezidivrisiko bei Erwachsenen. 

Hinweis zur Synopse: ,,Informationen hinsichtlich nicht zugelassener Therapieoptionen sind 
über die vollumfängliche Darstellung der Leitlinienempfehlungen dargestellt‘‘. 

2 Systematische Recherche 
Es wurde eine systematische Literaturrecherche nach systematischen Reviews, Meta-
Analysen und evidenzbasierten systematischen Leitlinien zur Indikation Nicht-kleinzelliges 
Lungenkarzinom durchgeführt und nach PRISMA-S dokumentiert [A]. Die Recherchestrategie 
wurde vor der Ausführung anhand der PRESS-Checkliste begutachtet [B]. Es erfolgte eine 
Datenbankrecherche ohne Sprachrestriktion in: The Cochrane Library (Cochrane Database of 
Systematic Reviews), PubMed. Die Recherche nach grauer Literatur umfasste eine gezielte, 
iterative Handsuche auf den Internetseiten von Leitlinienorganisationen. Ergänzend wurde 
eine freie Internetsuche (https://www.ecosia.org/) unter Verwendung des privaten Modus, 
nach aktuellen deutsch- und englischsprachigen Leitlinien durchgeführt.  

Die Erstrecherche wurde am 13.06.2023 durchgeführt, die folgende am 27.11.2023. Die 
Recherchestrategie der Erstrecherche wurde unverändert übernommen und der 
Suchzeitraum jeweils auf die letzten fünf Jahre eingeschränkt. Die letzte Suchstrategie inkl. 
Angabe zu verwendeter Suchfilter ist am Ende der Synopse detailliert dargestellt. Die 
Recherchen ergaben insgesamt 2689 Referenzen. 

In einem zweistufigen Screening wurden die Ergebnisse der Literaturrecherche bewertet. Im 
ersten Screening wurden auf Basis von Titel und Abstract nach Population, Intervention, 
Komparator und Publikationstyp nicht relevante Publikationen ausgeschlossen. Zudem wurde 
eine Sprachrestriktion auf deutsche und englische Referenzen vorgenommen. Im zweiten 
Screening wurden die im ersten Screening eingeschlossenen Publikationen als Volltexte 
gesichtet und auf ihre Relevanz und methodische Qualität geprüft. Dafür wurden dieselben 
Kriterien wie im ersten Screening sowie Kriterien zur methodischen Qualität der 
Evidenzquellen verwendet. Nachträglich wurde die aktualisierte S3-Leitlinie des 
Leitlinienprogramms Onkologie vom März 2024 identifiziert und in die Synopse 
aufgenommen. Basierend darauf, wurden insgesamt 12 Referenzen eingeschlossen. Es 
erfolgte eine synoptische Darstellung wesentlicher Inhalte der identifizierten Referenzen. 
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3 Ergebnisse 

3.1 Cochrane Reviews 
Es wurden keine relevanten Cochrane Reviews identifiziert. 

3.2 Systematische Reviews 

Wang Z et al., 2022 [11]. 
The efficacy of postoperative radiotherapy for patients with non‑small cell lung cancer: An 
updated systematic review and meta‑analysis 

Fragestellung 
The present study reassessed the overall survival (OS) and disease‑free survival (DFS) data 
to investigate whether PORT can improve survival in resectable non‑small cell lung cancer 
(NSCLC) patients. 

Methodik 

Population: 
• patients with NSCLC who underwent a complete resection 

Intervention/Komparator 
• PORT 

Endpunkte: 
• kein PORT 

Recherche/Suchzeitraum: 
• bis Juli 2021 (PubMed, Web of Science, China National Knowledge Infrastructure (CNKI), 

and Embase) 

Qualitätsbewertung der Studien: 
• Cochrane risk of bias tool (RCTs); Newcastle Ottawa scale (Kohortenstudien) 

Ergebnisse 

Anzahl eingeschlossener Studien: 
• n=13 RCTs (N=1318) / n=19 retrospektive Studien 

Charakteristika der Population: 
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Qualität der Studien: 
• RCTs: 
 

 
• Retrospektiven Studien  siehe Table 1 

Studienergebnisse: 
• OS and DFS 
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o OS data were obtained from 31 studies, and DFS data were extracted from 16 studies. 
PORT, in comparison with the non‑PORT group, improved DFS in NSCLC patients (16 
studies with 4111 patients; HR: 0.84, 95% CI: 0.75–0.93). But PORT did not reveal an 
evident difference in OS when compared with the non‑PORT group (31 studies with 
49,342 patients; HR: 0.94, 95% CI: 0.86–1.04). The random‑effects model was used 
because the heterogeneity test result of OS was significant, while DFS revealed small 
heterogeneity when fixed‑effect model was used 

• OS by chemotherapy 
o 10 and five studies reported the efficacy of PORT in NSCLC patients who did not 

receive POCT and who received POCT, respectively. In patients who did not receive 
POCT, the combined HR was 1.03 and the 95% CI was 0.84–1.23, indicating no 
difference. A survival benefit was detected for PORT in patients who underwent POCT 
(HR: 0.89, 95% CI: 0.80–0.98), and the heterogeneity was moderate. 

• OS by pathology type 
o PORT significantly promoted OS (HR: 0.89, 95% CI: 0.83–0.96) in patients with 

pathologic lymph node stage of pN2 (22 studies with 32,719 patients). The remaining 
studies on patients with other pathologic types (nine studies with 16,623 patients) 
showed a significant heterogeneity. The pooled HR was 1.10, and the 95% CI was 
0.92–1.31. 

• OS by study type 
o 19 retrospective studies that included 46,682 patients and 12 RCTs that included 

2660 patients were used to explore the efficacy of PORT in NSCLC patients. No 
significant difference was observed in both RCTs and retrospective studies. The 
pooled HR for OS in retrospective cohort studies was 0.9 (95% CI: 0.80–1.01). The 
combined HR for RCT studies was 1.07, and the 95% CI was 0.91–1.25  

Fazit der Autoren 
Our findings illustrate that in the postoperative treatment for patients with stage III-N2 
NSCLC, PORT contributes to a significantly increased DFS and LR and may not associate with 
an improved OS, indicating a cautious selection. 

Kommentare zum Review 
• Vielzahl an Studien aus Asien 
• Gepoolte Effektschätzer unter Einschluss nicht-randomisierter Studien zeigen 

gleichgerichtete Ergebnisse für OS wie die Effektschätzer für RCT 
• Aussagen für OS-Vorteil nach Pathologietyp schwierig, da keine Auswertung nach 

Studientyp vorliegt. 

Lei T et al., 2021 [2]. 
Postoperative radiotherapy for patients with resectable stage III-N2 non-small cell lung 
cancer: a systematic review and meta-analysis. 

Fragestellung 
Meta-analysis to reassess the data of PORT in stage III-N2 NSCLC patients, to figure out 
whether these patients can benefit from PORT. 

Methodik 
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Population: 
• completely resected III-N2 NSCLC patients 

Intervention/Komparator 
• postoperative radiotherapy ((neo-) adjuvant chemotherapy was allowed) 

Endpunkte: 
• overall survival (OS) or disease-free survival (DFS) or local-regional recurrence survival 

(LRFS) 

Recherche/Suchzeitraum: 
• EMBASE, PubMed, and the Cochrane Library published studies before November 6, 2020 

Qualitätsbewertung der Studien: 
• Cochrane risk of bias tool 

Ergebnisse 

Anzahl eingeschlossener Studien: 
• n=7 RCTs (N=1318) 

Charakteristika der Population: 
• All trials included participants with completely resected tumours for which the disease 

stage was no greater than IIIB(N2) according to the 8th edition of the AJCC/TNM 
staging system. 

 

Qualität der Studien: 
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Studienergebnisse: 
• Analyses show no benefit of PORT on OS (HR, 0.87; 95% CI, 0.71 to 1.07; p = 0.18)  
• Significantly different effect of PORT on DFS (HR, 0.83; 95% CI, 0.71 to 0.97; p = 0.02) 

and LRFS (HR, 0.64; 95% CI, 0.50 to 0.81; p = 0.0003).  
• There is not enough evidence of a difference in the effect on survival by the utility of 

chemotherapy along with PORT though subgroup analysis of no chemotherapy group, 
concurrent chemoradiotherapy and sequential chemoradiotherapy group.  
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Fazit der Autoren 
Our findings illustrate that in the postoperative treatment for patients with stage III-N2 
NSCLC, PORT contributes to a significantly increased DFS and LR and may not associate with 
an improved OS, indicating a cautious selection. 

Zhang C et al., 2021 [12]. 
Short-term outcome of neoadjuvant immunotherapy and chemotherapy in non–small cell 
lung cancer: A systematic review and meta-analysis 

Fragestellung 
The aim of the present study was to evaluate the superiority of neoadjuvant 
immunotherapy compared with standard neoadjuvant chemotherapy in resectable NSCLC 
in terms of short-term clinical outcomes and surgical outcomes. 

Methodik 

Population: 
• Patients whose tumor was pathologically confirmed as stage I-III NSCLC 

Intervention: 
• neoadjuvant immunotherapy 

Komparator: 
• standard neoadjuvant chemotherapy 

Endpunkte: 
• objective response rate (ORR) of neoadjuvant treatment before surgery and at least 1 

of the following clinical outcomes: MPR (viable tumor cells<10%), pathologic complete 
response (pCR), and complete reports of adverse events (optional for NeoIO, as most of 
those trials had not been officially published). 

Recherche/Suchzeitraum: 
• Systematische Recherche bis März 2020 (PubMed, Embase, the Cochrane Central 

Register of Controlled Trials, the ClinicalTrials.gov database, and Web of Science) 

Qualitätsbewertung der Studien: 
• Cochrane risk of bias tool 

Ergebnisse 
Anzahl eingeschlossener Studien: 
• n= 10 Phase-II Studien (Immunotherapy–based neoadjuvant treatment; N=405) 
• n= 11 Phase-II Studien (Chemotherapy-based neoadjuvant treatment; N=1395) 

Charakteristika der Population: 
• All included NeoCT trials used cisplatin- or carboplatin-based chemotherapy as 

neoadjuvant regimens. 
• Specifically, the included NeoIO trials included 6 PD-1/PD-L1–based single-agent trials 

and 5 immunotherapy combination cohorts; the NEOSTARtrial contained both single- 
agent and dual-agent immunotherapy cohorts. 
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Qualität der Studien: 
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Studienergebnisse: 
• Patients who received (PD-1/PD-L1 inhibitors (NeoIO) alone (13.3%; 95% confidence 

interval [CI], 9.0%-19.3%) had the lowest ORR compared with those who received  NeoIO  
plus  chemotherapy  (CT)  (62.5%; 95% CI, 54.4%-70.0%) or CT alone (41.6%; 95% CI, 
36.8%-46.7%) (NeoIO vs CT, P<.001; NeoIO CT vs CT, P<.001).  

• Receipt of NeoIO CT (36.2%; 95% CI, 19.2%-57.6%) was associated with an elevated pCR 
rate compared with receipt of NeoIO alone (10.6%; 95% CI, 6.5%-16.9%; P < .001) or 
standard CT (7.5%; 95% CI, 5.7%-9.8%; P < .001). Neoadjuvant CT (87.2%; 95% CI, 74.9%-
94.0%) was associated with a lower R0 resection rate compared with NeoIO alone 
(92.7%; 95% CI, 83.4%-97.0%; P     .360) or NeoIO    CT (91.6%; 95% CI, 84.3%-95.7%; P     
.409).  

• Meta-regression showed that a higher proportion of stage III patients was correlated 
with decreased surgical resection and R0 resection rates, whereas no impact was 
observed with neoadjuvant immunotherapy. 

Anmerkung/Fazit der Autoren 
Current data suggest that compared with neoadjuvant chemotherapy, immunotherapy-
based regimens may provide superior pathological response along with a higher rate of 
complete resection. Immunotherapy combined with chemotherapy in neoadjuvant 
chemotherapy may be a more favorable clinical option. Further randomized controlled 
trials are warranted to provide long-term results of neoadjuvant immunotherapy for 
localized NSCLC and help guide clinical practice. 

Pang L-L et al., 2022 [6]. 
Investigation of the optimal platinum-based regimen in the postoperative adjuvant 
chemotherapy setting for early-stage resected non-small lung 

Fragestellung 
Hence, we conducted this systematic review and network meta-analysis (NMA) aiming to 
compare the efficacy and safety of different platinum adjuvant chemotherapy regimens. 

Methodik 
Population: 
• Patients with completely resected NSCLC (squamous and non-squamous) at stage IB–

IIIA  

Intervention/ Komparator: 
• postoperative platinum chemotherapy regimen with observation-controlled group or 

those concerning two platinum chemotherapy regimens head-to-head comparison; 
given that vinorelbine, etoposide, pemetrexed, docetaxel, paclitaxel, gemcitabine, 
vindesine are currently commonly used in the routine clinical practice, the counterpart 
of the platinum doublet including these above-mentioned drugs were considered 
eligible; and a platinum triplet must be a platinum doublet combined with anti-
angiogenesis drug 

Endpunkte: 
• relapse-free survival (RFS), OS, 2-year, 3-year, 5-year RFS rate and OS 
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Recherche/Suchzeitraum: 
• Systematische Recherche bis März 2021 (PubMed, EMBASE, and The Cochrane Library, 

Web of Science and Scopus) 

Qualitätsbewertung der Studien: 
• Cochrane risk of bias tool 

Ergebnisse 
Anzahl eingeschlossener Studien: 
• n= 20 RCTs (N=5483) 

Charakteristika der Population: 
• 11 RCTs compared the postoperative platinum chemotherapy regimen with the 

observation-controlled group  
• 9 RCTs comparing two platinum chemotherapy regimens head-to- head. 

 

Qualität der Studien: 
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Studienergebnisse: 
• The chemotherapy group had a significant RFS and OS advantage compared with the 

observation group (HR 0.67; 95% CI 0.56 to 0.81, p<0.0001; HR 0.80; 95% CI, 0.73 to 
0.88, p<0.0001, respectively).  

• Compared with the observation arm, only the ‘cisplatin_vinorelbine’ regimen had a 
significant RFS and OS advantage (HR 0.63; 95% CI 0.43 to 0.87; HR 0.74; 95% CI 0.63 to 
0.87, respectively) while the remaining chemotherapy regimens had no significant 
difference of efficacy compared with the observation group.  

• In terms of the safety of adjuvant chemotherapy, the incidence of haematological 
toxicities and nausea/vomiting was not significantly higher in the ‘cisplatin_vinorelbine’ 
arm than in other chemotherapy group. 
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Figure 2 (A) The efficacy of platinum-based postoperative adjuvant chemotherapy in improving the RFS 
compared with the observation group. (B) A 2-year RFS rate of the chemotherapy arm in comparison with the 
observation arm. (C) A 3-year RFS rate of the chemotherapy arm in comparison with the observation arm. (D) 
A 5-year RFS rate of the chemotherapy arm in comparison with the observation arm. RFS, relapse-free survival. 
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Figure 4 (A) The efficacy of platinum-based postoperative adjuvant chemotherapy in improving the OS 
compared with the observation group. (B) A 2-year OS rate of the chemotherapy arm compared with the 
observation arm. (C) A 3-ear OS rate of the chemotherapy arm compared with the observation arm. (D) A 5-
year OS rate of the chemotherapy arm compared with the observation arm. OS, overall survival. 
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Figure 5 (A) Network evidence of the comparisons for the best adjuvant chemotherapy concerning OS. (B) 
Forest plots of the comparisons for the different cytotoxicity chemotherapy regimens concerning OS. (C) The 
league table of the comparisons for the different cytotoxicity chemotherapy regimens concerning OS. OS, 
overall survival; SUCRA, surface under the cumulative ranking curve. 
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Anmerkung/Fazit der Autoren 
In conclusion, this study summarised the adjuvant cytotoxicity chemotherapy regimens for 
patients with early-stage resected NSCLC. Research on adjuvant cytotoxicity chemotherapy 
might be an out-of-date topic but numerous NSCLC patients could obtain benefit from the 
optimal cytotoxicity chemotherapy regimen. ‘Cisplatin_vinorelbine’ had a significant 
survival advantage with a relatively good safety profile in the adjuvant setting while the 
‘cisplatin_pemetrexed’ arm was not superior to the other therapeutic methods in 
improving survival. 

Wang L et al., 2023 [10]. 
Effect of postoperative radiotherapy on survival in patients with completely resected and 
pathologically confirmed stage N2 non-small-cell lung cancer: a systematic review and meta-
analysis.  

Fragestellung 
An updated meta-analysis was conducted in this study to investigate the efficacy of PORT 
and prognosis in patients with completely resected and pathologically confirmed stage N2 
NSCLC. 

Methodik 
Population: 
• patients aged ⩾18 years with completely resected and pathologically confirmed stage 

N2 NSCLC 

Intervention/Komparator: 
• PORT in the study group and nonPORT in the control group, regardless of whether 

postoperative adjuvant chemotherapy was combined in both groups 

Endpunkte: 
• OS, DFS, LRFS, or distant metastasis-free survival (DMFS) 

Recherche/Suchzeitraum: 
• Databases were searched up to 2 March 2022 

Qualitätsbewertung der Studien: 
• Cochrane risk of bias tool / NOS 

Ergebnisse 
Anzahl eingeschlossener Studien: 
• 20 studies (6340 patients) 

Charakteristika der Population/Studien: 
• participants were predominantly males, multiple or multisite lymph node metastases 

were common, and the radiotherapy dose range was 30–66 Gy and 1.8–3.0 Gy/d. 

Qualität der Studien: 
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• most studies were considered at low risk of bias, four studies  were unclear on the risk 
of allocation concealment, one study was unclear on the risk of blinding of participants 
and personnel and blinding of outcome assessors, and four studies were unclear on the 
risk of selective outcome reporting. For non-RCT studies, the NOS quality scores ranged 
from 7 to 9, and all studies were rated as of ‘high quality’. 

Studienergebnisse: 
• The PORT significantly increased OS [hazard ratio (HR) = 0.77, 95% CI: 0.71–0.84, p < 

0.001), LRFS (HR = 0.63, 95% CI: 0.52–0.76, p < 0.001), and DFS (HR = 0.72, 95% CI: 0.63–
0.82, p < 0.001) while it showed no significant difference in improving DMFS (HR = 0.86, 
95% CI: 0.71–1.05, p = 0.14). 

• Subgroup analyses 
o significantly improved OS in patients was observed in the retrospective study group 

(HR = 0.75, 95% CI: 0.69–0.82, p < 0.05) compared with the RCT study group (HR = 
0.87, 95% CI: 0.71–1.07, p > 0.05) 

o  Compared with the subgroup without adjuvant chemotherapy, significantly 
improved OS in patients was observed in the sequential postoperative 
chemoradiotherapy group (HR = 0.79, 95% CI: 0.70–0.90, p < 0.05) and postoperative 
concurrent chemoradiotherapy group (HR = 0.73, 95% CI: 0.60–0.90, p < 0.05) or a 
subgroup with both sequential and concurrent chemoradiotherapy (HR = 0.75, 95% 
CI: 0.62–0.90, p < 0.05). 

Anmerkung/Fazit der Autoren 
The results of this study suggest that PORT may provide better local recurrence control and 
survival benefit in the postoperative treatment of patients with completely resected stage 
N2 NSCLC, and may be included in the postoperative treatment options. Nevertheless, this 
conclusion needs to be further confirmed by more prospective studies based on modern 
precision radiotherapy techniques in the future, and longterm survival needs to be 
observed in future follow-ups.  
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3.3 Leitlinien 

Leitlinienprogramm Onkologie Leitlinie, 2024 [3,4] 
Deutsche Krebsgesellschaft (DKG), Deutsche Krebshilfe, Arbeitsgemeinschaft der 
Wissenschaftlichen Medizinischen Fachgesellschaften (AWMF) 
S3-Leitlinie Prävention, Diagnostik, Therapie und Nachsorge des Lungenkarzinoms, 
Langversion 3.0 

Zielsetzung/Fragestellung 
• Unterstützung von Ärzten, betroffenen Patienten und Bürgern mit einem erhöhten 

Risiko für ein Lungenkarzinom bei medizinischen Entscheidungendurch evidenzbasierte 
und formal konsentierte Empfehlungen 

• Schaffung einer Grundlage für inhaltlich gezielte ärztliche Aus-, Fort- und 
Weiterbildungsmaßnahmen 

• flächendeckende Umsetzung einer multidisziplinären, qualitätsgesicherten und 
sektorübergreifenden Versorgung des Lungenkarzinoms 

• Optimierung der Diagnosekette und der stadiengerechten Therapie sowohl bei der 
Ersterkrankung als auch beim Rezidiv bzw. bei einer Metastasierung 

Durch die Umsetzung dieser Ziele soll mittel- und langfristig die Mortalität der Patienten 
mit Lungenkarzinomen gesenkt und die Lebensqualität erhöht werden 

Methodik 

Grundlage der Leitlinie 
Update - Aktualisierung der S3-Leitlinie Lungenkarzinom 2019-2022 
• Repräsentatives Gremium zutreffend;  
• Interessenkonflikte und finanzielle Unabhängigkeit dargelegt;  
• Systematische Suche, Auswahl und Bewertung der Evidenz dargelegt; 
• Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist explizit dargestellt; 
• Jährliche Überprüfung der Aktualität. Gültig bis max. 2027 bzw. bis zur nächsten 

Aktualisierung 

Recherche/Suchzeitraum:  
• Zu den unter Kapitel 3 aufgeführten Schlüsselfragen wurden systematische Recherchen 

durchgeführt. Da die Bearbeitung des Kapitels im Rahmen der Version 3 nicht 
abgeschlossen werden konnte, sondern dies erst im Rahmen der Aktualisierung zur 
Version 4 (2024) erfolgt, werden die Suchstrategien, Suchergebnisse sowie die 
Bewertung der eingeschlossenen Publikationen im Report zur Version 4 dokumentiert. 

• Für zusätzlich berücksichtigte Arzneimittelstudien zu den Therapieempfehlungen in den 
Stadien SCLC und NSCLC wurde auf die Recherchen und Bewertungen zurückgeriffen, 
die im Rahmen der Frühen Nutzenbewertung gemäß § 35a SGB V 
(Arzneimittelmarktneuordnungsgesetz – AMNOG) zur Verfügung standen (siehe Kapitel 
11.1). Die Bewertungen erfolgten hier auf der Grundlage der GRADE-Systematik (siehe 
https://pubmed.ncbi.nlm.nih.gov/21208779/ bzw. auch https://www.ebm-
netzwerk.de/de/serviceressourcen/ebm-glossar) durch das OL-Office (Gregor Wenzel 
und Halina Kirsch). Diese Bewertung ist in den entsprechenden Evidenztabellen 
abgebildet. 
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LoE 
• entsprechend der Vorgaben des Oxford Centre for Evidence-Based Medicine 

GoR 
• Hinsichtlich der Stärke der aktualisierten Empfehlung (gekennzeichnet mit „2022“) 

werden in der Leitlinie drei Empfehlungsgrade unterschieden (A/B/0), die sich auch in 
der Formulierung der Empfehlungen widerspiegeln. Für die Empfehlungen, die nicht im 
Rahmen der Aktualsierung bearbeitet wurden (gekennzeichnet mit „2010“ gelten 
weiterhin die Empfehlungsgraduierung der Version aus 2010. Diese sieht vier 
Empfehlungsgrade (A/B/C/D) vor 

 

Empfehlungen 

8 Therapie des nicht-kleinzelligen Lungenkarzinoms 
8.3 Stadium I/II  
(Methodikeranmerkung: entprechend der Indikation werden hier ausschließlich 
Empfehlungen des Stadium II dargestellt) 
8.3.2 Therapie bei funktionell operablen Patienten 
(Methodikeranmerkung: Empfehlungen, die sich allein auf die Resektion beziehen, werden 
vorliegend nicht dargestellt und können der LL entnommen werden) 
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8.3.3 Präoperative Systemtherapie 
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8.3.4 Postoperative Systemtherapie 
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8.3.5 Postoperative Radiotherapie 
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8.5.2 Inzidentelles Stadium IIIA(N2) beim NSCLC – Stadium IIIA1 und IIIA2 nach Robinson-
Einteilung – Multimodale Therapiekonzepte 
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8.5.3 Stadium IIIA3 nach Robinson-Einteilung beim NSCLC – Multimodale Therapiekonzepte 



 

Abteilung Fachberatung Medizin  Seite 30 

 

 

 
 



 

Abteilung Fachberatung Medizin  Seite 31 

8.5.4 Stadium IIIA beim NSCLC ohne N2 (T4N0 und T4N1) – Multimodale Therapiekonzepte 
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Singh N et al., 2023 [9]. 
American Society of Clinical Oncology (ASCO) 
Management of Stage III Non–Small-Cell Lung Cancer: ASCO Guideline Rapid 
Recommendation Update. 

Zielsetzung/Fragestellung 
To provide evidence-based recommendations to practicing clinicians on management of 
patients with stage III non–small-cell lung cancer (NSCLC). 

Methodik 

Grundlage der Leitlinie 
• Repräsentatives Gremium und Patientenvertretung dargelegt; 
• Interessenkonflikte und Angaben zur Finanzierung dargelegt; 
• Systematische Suche, Auswahl und Bewertung der Evidenz zutreffend; 
• Formale Konsensusprozesse dargelegt; externes Begutachtungsverfahren:  
• “[…] reviewed and approved by the Expert Panel and the ASCO Evidence Based Medicine 
• Committee (EBMC)”; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist explizit dargestellt; 
• Regelmäßige Überprüfung der Aktualität: laufende Aktualisierung geplant, 

Änderungseinträge und Gültigkeitsdauer jedoch unklar: “ASCO’s formal updating 
process select existing guidelines are developed as living guidelines. The living guideline 
model requires constant updating of the literature and ongoing expert review and 
approval to provide current, user-friendly, high-quality, and evidence-based 
recommendations” 

Recherche/Suchzeitraum: 
• Original LL  Daly ME et al., 2022 [1]: PubMed (January 1990-August 2021) and 

Cochrane Library (January 2010-August 2021) of SRs and phase II and III randomized 
clinical trials (RCTs)  

• Update: Three randomized control trials (RCTs) were published in 2022 prompted this 
amendment to the 2021 guideline. 

LoE/GoR: 
• The quality of the evidence for each outcome was assessed using the Cochrane Risk of 

Bias tool and elements of the GRADE quality assessment and recommendations 
development process 
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• Strength of recommendations: The Expert Panel provides a rating of the strength of each 
recommendation. This assessment reflects the extent to which a guideline panel is 
confident that desirable effects of an intervention outweigh undesirable effects, or vice 
versa, across the range of patients for whom the recommendation is intended. 
Recommendations may fall into two categories; strong and weak. Factors determining 
the strength of a recommendation include balance between benefits and harms, 
certainty of evidence, confidence in values & preferences, and resource use. 
Recommendations may be made for or against the use of an intervention. 

Recommendations 

Surgery 
• Recommendation 2.1. For patients with stage IIIA (N2) NSCLC, induction therapy 

followed by surgery (with or without adjuvant therapy) may be offered if all of the 
following conditions are met: (1) A complete resection (R0) of the primary tumor and 
involved lymph nodes is deemed possible; (2) N3 lymph nodes are deemed to be not 
involved by multidisciplinary consensus; (3) Perioperative (90-day) mortality is expected 
to be low ( ≤ 5%) (Type: Evidence based; balance of benefit and harm; Evidence quality: 
moderate; Strength of recommendation: weak) 

• Recommendation 2.2. For selected patients with T4N0 disease (by size or extension), 
surgical resection may be offered if medically and surgically feasible following 
multidisciplinary review (Type: Evidence based; benefit outweighs harm; Evidence 
quality: moderate; Strength of recommendation: weak). 

Neoadjuvant therapy. 
• Recommendation 3.1. Patients who are planned for a multimodality approach 

incorporating surgery as defined in Recommendation 2.1 should receive systemic 
neoadjuvant therapy (Type: Evidence based; benefit outweighs harm; Evidence quality: 
moderate; Strength of recommendation: strong). 

• Recommendation 3.2. Patients with N2 disease who are planned for surgical resection 
should receive neoadjuvant chemotherapy or neoadjuvant concurrent chemoradiation 
(Type: Evidence based; benefit outweighs harm; Evidence quality: high; Strength of 
recommendation: strong). 

• Recommendation 3.3. For patients with resectable superior sulcus disease, neoadjuvant 
concurrent chemoradiation should be administered (Type: Evidence based; benefit 
outweighs harm; Evidence quality: moderate; Strength of recommendation: strong). 

• Recommendation from Update: Patients with stage III NSCLC who are planned for 
surgical resection should receive neoadjuvant chemoimmunotherapy, neoadjuvant 
chemotherapy, or neoadjuvant concurrent chemoradiation (Type: Evidence based, 
benefits outweigh harms; Evidence quality: High; Strength of recommendation: Strong). 

Adjuvant therapy. 
• Recommendation 4.1. Patients with resected stage III NSCLC who did not receive 

neoadjuvant systemic therapy should be offered adjuvant platinum-based 
chemotherapy (Type: Evidence based; benefit outweighs harm; Evidence quality: high; 
Strength of recommendation: strong). 

• Recommendation 4.2. Patients with resected stage III NSCLC with EGFR exon 19 deletion 
or exon 21 L858R mutation may be offered adjuvant osimertinib after platinum-based 
chemotherapy (Type: Evidence based; benefit outweighs harm; Evidence quality: 
moderate; Strength of recommendation: strong). 
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• Recommendation 4.3. For patients with completely resected NSCLC with mediastinal N2 
involvement without extracapsular extension who have received neoadjuvant or 
adjuvant platinum-based chemotherapy, postoperative radiation therapy should not be 
routinely offered (Type: Evidence based; balance of benefit and harm; Evidence quality: 
moderate; Strength of recommendation: weak). 

• Recommendations from Update: For recommendations regarding the use of adjuvant 
atezolizumab after complete resection of stage IB-IIIA NSCLC, please refer to the 
IMPOWER-010 trial  discussed in the rapid update on guidelines for adjuvant treatment 
after complete resection of stage I-III NSCLC.  
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radiochemotherapy in locally advanced non-small-cell lung cancer. J Clin Oncol 28:2181-2190, 2010 
27.Früh M, Betticher DC, Stupp R, et al: Multimodal treatment in operable stage III NSCLC: A pooled analysis 
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small-cell lung cancer. Results of a randomized prospective study. The Japan Clinical Oncology Group. J 
Thorac Cardiovasc Surg 106:703-708, 1993 
49. Wu YL, Tsuboi M, He J, et al: Osimertinib in resected EGFR-mutated non-small-cell lung cancer. N Engl J 
Med 383:1711-1723, 2020 
56. Ou W, Sun HB, Ye X, et al: Adjuvant carboplatin-based chemotherapy in resected stage IIIA-N2 non-small 
cell lung cancer. J Thorac Oncol 5:1033-1041, 2010 
57. Douillard JY, Rosell R, De LenaM, et al: Adjuvant vinorelbine plus cisplatin versus observation in patients 
with completely resected stage IB-IIIA non-small-celllung cancer (Adjuvant Navelbine International Trialist 
Association [ANITA]): A randomised controlled trial. Lancet Oncol 7:719-727, 2006 
58. Waller D, Peake MD, Stephens RJ, et al: Chemotherapy for patients with non-small cell lung cancer: The 
surgical setting of the Big lung trial. Eur J Cardiothorac Surg 26:173-182, 2004 
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cancer. J Surg Oncol 56:236-241, 1994 
61. Lad T: The comparison of CAP chemotherapy and radiotherapy to radiotherapy alone for resected lung 
cancer with positive margin or involved highest sampled paratracheal node (stage IIIA). LCSG 791. Chest 
106:302s-306s, 1994 
62. Douillard JY, Rosell R, De Lena M, et al: Impact of postoperative radiation therapy on survival in patients 
with complete resection and stage I, II, or IIIA nonsmall-cell lung cancer treated with adjuvant 
chemotherapy: The adjuvant navelbine International trialist association (ANITA) randomized trial. Int J 
Radiat Oncol Biol Phys 72:695-701, 2008 



 

Abteilung Fachberatung Medizin  Seite 38 

147. Sorenson JB, Rayn J, Pilegaard HK, et al: Surgery for NSCLC stages T1-3N2M0 having preoperative 
pathologically verified N2 involvement: A prospective randomized multinational phase III trial by the Nordic 
Thoracic Oncology Group. J Clin Oncol 31 (15_suppl; abstr 7504), 2013 
148. Ramnath N, Dilling TJ, Harris LJ, et al: Treatment of stage III non-small cell lung cancer: Diagnosis 
andmanagement of lung cancer, 3rd ed: American College of Chest Physicians evidence-based clinical 
practice guidelines. Chest 143:e314S-e340S, 2013 
149. Kim AW, Boffa DJ, Wang Z, et al: An analysis, systematic review, and meta-analysis of the perioperative 
mortality after neoadjuvant therapy and pneumonectomy for non-small cell lung cancer. J Thorac Cardiovasc 
Surg 143:55-63, 2012 
150. Chiang A, Detterbeck F, Stewart T, et al: Non-small cell lung cancer, in Devita VT Jr, Lawrence T, Rosenberg 
S (eds): Cancer: Principles & Practice of Oncology (ed 11). Baltimore, MD, Lippincott, Williams & Wilkins, 2019 
151. Kozower BD, Larner JM, Detterbeck FC, et al: Special treatment issues in non-small cell lung cancer: 
Diagnosis and management of lung cancer, 3rd ed: American College of Chest Physicians evidence-based 
clinical practice guidelines. Chest 143:e369S-e399S, 2013 
152. Kim AW, Detterbeck FC: Surgery for T4 and N3 non-small cell lung cancer, additional pulmonary nodules 
and isolated distant metastases, in Kernstine K, Reckamp K, Thomas CJ (eds): Lung Cancer: A Multidisicplinary 
Approach to Diagnosis and Management. New York, NY, Demos Medical Publishing, 2011, pp 161-182 
153. Rusch VW, Giroux DJ, Kraut MJ, et al: Induction chemoradiation and surgical resection for superior 
sulcus non-small-cell lung carcinomas: Long-term results of Southwest Oncology Group trial 9416 
(Intergroup Trial 0160). J Clin Oncol 25:313-318, 2007 
154. Rendina EA, Venuta F, De Giacomo T, et al: Induction chemotherapy for T4 centrally located non-small 
cell lung cancer. J Thorac Cardiovasc Surg 117: 225-233, 1999 
155. Moreno AC, Morgensztern D, Yu JB, et al: Impact of preoperative radiation on survival of patients with 
T3N0 .7-cm non-small cell lung cancers treated with anatomic resection using the Surveillance, 
Epidemiology, and End Results database. J Surg Res 184:10-18, 2013 
156. Moreno AC, Morgensztern D, Boffa DJ, et al: Treating locally advanced disease: An analysis of very large, 
hilar lymph node positive non-small cell lung cancer using the National Cancer Data Base. Ann Thorac Surg 
97:1149-1155, 2014 
157. Preoperative chemotherapy for non-small-cell lung cancer: A systematic review and meta-analysis of 
individual participant data. Lancet 383:1561-1571, 2014 
158. Felip E, Rosell R, Maestre JA, et al: Preoperative chemotherapy plus surgery versus surgery plus adjuvant 
chemotherapy versus surgery alone in early-stage non–small-cell lung cancer. J Clin Oncol 28:3138-3145, 2010 
159. Machtay M, Paulus R, Moughan J, et al: Defining local-regional control and its importance in locally 
advanced non-small cell lung carcinoma. J Thorac Oncol 7:716-722, 2012 
160. Komaki R, Mountain CF, Holbert JM, et al: Superior sulcus tumors: Treatment selection and results for 
85 patients without metastasis (Mo) at presentation. Int J Radiat Oncol Biol Phys 19:31-36, 1990 
161. Palumbo VD, Fazzotta S, Fatica F, et al: Pancoast tumour: Current therapeutic options. Clin Ter 170: 
e291-e294, 2019 
162. Rusch VW, Parekh KR, Leon L, et al: Factors determining outcome after surgical resection of T3 and T4 
lung cancers of the superior sulcus. J Thorac Cardiovasc Surg 119:1147-1153, 2000 
163. Wright CD, Mathisen DJ: Superior sulcus tumors. Curr Treat Options Oncol 2:43-49, 2001 
164. Ginsberg RJ: Neoadjuvant (induction) treatment for non-small cell lung cancer. Lung Cancer 12: S33-S40, 
1995 (suppl 2) 
165. Kappers I, Belderbos JS, Burgers JA, et al: Non-small cell lung carcinoma of the superior sulcus: Favourable 
outcomes of combined modality treatment in carefully selected patients. Lung Cancer 59:385-390, 2008 
166. Shimizu K, Nakata M, Maeda A, et al: Induction chemoradiation therapy with cisplatin plus irinotecan 
followed by surgical resection for superior sulcus tumor. Ann Thorac Cardiovasc Surg 16:326-330, 2010 
169. Robinson CG, Patel AP, Bradley JD, et al: Postoperative radiotherapy for pathologic N2 non-small-cell 
lung cancer treated with adjuvant chemotherapy: A review of the National Cancer Data Base. J Clin Oncol 
33:870-876, 2015 
171. Le Pechoux C, Pourel N, Barlesi F, et al: LBA3_PR An international randomized trial, comparing post-
operative conformal radiotherapy (PORT) to no PORT, in patients with completely resected non-small cell 
lung cancer (NSCLC) and mediastinal N2 involvement. Primary end-point analysis of Lung ART (IFCT-0503, 
UK NCRI, SAKK) NCT00410683. Ann Oncol 31: S1142-S1145, 2020 (suppl 4) 
 
Referenzen vom Update: 
6. Felip E, Altorki N, Zhou C, et al: Adjuvant atezolizumab after adjuvant chemotherapy in resected stage IB-
IIIA non-small-cell lung cancer (IMpower010): A randomised, multicentre, open-label, phase 3 trial. Lancet 
398:1344-1357, 2021 
7. Pisters K, Kris MG, Gaspar LE, et al: Adjuvant systemic therapy and adjuvant radiation therapy for stage I-
IIIA completely resected non-small-cell lung cancer: ASCO guideline rapid recommendation update. J Clin 
Oncol 40:1127-1129, 2022  



 

Abteilung Fachberatung Medizin  Seite 39 

National Institute for Health and Care Excellence (NICE), 2019 [5]. 
Lung cancer: diagnosis and management   

Leitlinienorganisation/Fragestellung 
This guideline covers diagnosing and managing non-small-cell and small-cell lung cancer. It 
aims to improve outcomes for patients by ensuring that the most effective tests and 
treatments are used, and that people have access to suitable palliative care and follow-up. 

Methodik 

Grundlage der Leitlinie 
• Update (This guideline replaces CG121, and is the basis of QS17); Last updated: 14 March 

2023 
• Repräsentatives Gremium;  
• Interessenkonflikte und finanzielle Unabhängigkeit dargelegt;  
• Systematische Suche, Auswahl und Bewertung der Evidenz; 
• Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist explizit dargestellt; 
• Regelmäßige Überprüfung der Aktualität gesichert 

Recherche/Suchzeitraum: 
• The sources for the 2019 and 2022 versions are the same: 
o Cochrane Database of Systematic Reviews – CDSR 
o Cochrane Central Register of Controlled Trials – CENTRAL 
o Database of Abstracts of Reviews of Effects – DARE 
o Health Technology Assessment Database – HTA 
o EMBASE (Ovid) 
o MEDLINE (Ovid) 
o MEDLINE In-Process (Ovid) 

• The searches were conducted between October 2017 and April 2018 for 9 review 
questions (RQ). 

• Searches were re-run in May 2018 

LoE/ GoR 
• RCTs and quasi-randomised controlled trials were quality assessed using the Cochrane 

Risk of Bias Tool. Other study were quality assessed using the ROBINS-I too 
• Systematic reviews were quality assessed using the ROBIS tool, with each classified into 

one of the following three groups (High, Moderate, Low) 
• A modified version of the standard GRADE approach for pairwise interventions was used 

to assess the quality of evidence across the network meta-analyses 

Sonstige methodische Hinweise (Updates) 
• March 2023: We added the NICE technology appraisal guidance on mobocertinib to the 

systemic anti-cancer therapy treatment pathways for advanced non-small-cell lung 
cancer. 

• September 2022: We added the NICE technology appraisal guidance on tepotinib to the 
systemic anti-cancer therapy treatment pathways for advanced non-small-cell lung 
cancer. 

• August 2022: We have changed how the information on systemic anti-cancer therapy 
for advanced non-small-cell lung cancer is presented. 



 

Abteilung Fachberatung Medizin  Seite 40 

• In March 2019: We reviewed the evidence and made new recommendations on 
mediastinal lymph node assessment, brain imaging, prophylactic cranial irradiation, 
radical radiotherapy and operable stage IIIA disease. These recommendations are 
marked [2019]. 

Update-Kennzeichnung:  
These recommendations are marked [2005, amended 2019] or [2011, amended 2019]. 
Recommendations marked [2005] or [2011] last had an evidence review in 2005 or 2011. 
In some cases, minor changes have been made to the wording to bring the language and 
style up to date, without changing the meaning. 

Empfehlungen 

1.7 Combination treatment for non-small-cell lung cancer 
• 1.7.2 Ensure that all people for whom multimodality treatment is potentially suitable 

(surgery, radiotherapy and chemotherapy in any combination) are assessed by a 
thoracic oncologist and by a thoracic surgeon. [2011] 

• 1.7.3 Offer postoperative chemotherapy to people with good performance status (WHO 
0 or 1) and T1a–4, N1–2, M0 NSCLC. [2011] 

• 1.7.4 Consider postoperative chemotherapy for people with good performance status 
(WHO 0 or 1) and T2b–4, N0, M0 NSCLC with tumours greater than 4 cm in diameter. 
[2011] 

• 1.7.5 Offer a cisplatin-based combination chemotherapy regimen for adjuvant 
chemotherapy. [2011] 

• 1.7.6 For people with stage I–II NSCLC that are suitable for surgery, do not offer neo-
adjuvant treatment outside a clinical trial. [2011, amended 2019] 

• 1.7.7 Ensure eligible people have the benefit of detailed discussion of the risks and 
benefits of adjuvant chemotherapy. [2011] 

• 1.7.8 Treat Pancoast tumours in the same way as other types of NSCLC. Offer 
multimodality therapy according to resectability, stage of the tumour and performance 
status of the person. [2011] 

• 1.7.9 For people with operable stage IIIA–N2 NSCLC who can have surgery and are well 
enough for multimodality therapy, consider chemoradiotherapy with surgery. [2019] 

• 1.7.10 Discuss the benefits and risks with the person before starting chemoradiotherapy 
with surgery, including that: 

• chemoradiotherapy with surgery improves progression-free survival 
• chemoradiotherapy with surgery may improve overall survival. [2019] 
• 1.7.11 For people with stage IIIA–N2 NSCLC who are having chemoradiotherapy and 

surgery, ensure that their surgery is scheduled for 3 to 5 weeks after the 
chemoradiotherapy. [2019] 

• 1.7.12 Multidisciplinary teams that provide chemoradiotherapy with surgery should 
have expertise in the combined therapy and in all of the individual components. [2019] 

• 1.7.13 Centres performing lung resections for lung cancer should validate their data for 
the Royal College of Physicians Lung Cancer Clinical Outcomes publication and the 
National Lung Cancer Audit. [2019] 

1.8 Systemic anti-cancer therapy (SACT) for advanced non-small-cell lung cancer 
Treatment pathways 
We have produced treatment pathways bringing together NICE recommended treatment 
options from this guideline and relevant technology appraisal guidance on advanced non-
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small-cell lung cancer (squamous and non-squamous). The treatment pathways cover the 
recommended treatment options at each decision point. 
https://www.nice.org.uk/guidance/ng122/resources/treatment-pathways-11189888173 

 

 
Methodikernmerkung: „Treatment pathways“ hier nicht weiter aufgeführt, da keine 
konkrete Angabe zu Tumorstadium, keine Unterscheidung bzgl. neo- bzw. adjuvanter 
Behandlung sowie Fokus auf Tumorprogress. 

Passiglia F et al., 2020 [7]  
Italian Association of Medical Oncologyg (AIOM) 
Diagnosis and treatment of early and locally advanced non-small-cell lung cancer: The 2019 
AIOM (Italian Association of Medical Oncology) clinical practice guidelines. 

Leitlinienorganisation/Fragestellung 
Evidence-based guideline for the management of lung tumors.   

Methodik 

Grundlage der Leitlinie 
• Repräsentatives Gremium, Patientenvertretung nicht angegeben; 
• Interessenkonflikte dargelegt, finanzielle Unabhängigkeit nicht erwähnt;  
• Systematische Suche, Auswahl und Bewertung der Evidenz zutreffend; 
• Formale Konsensusprozesse und externes Begutachtungsverfahren nicht erwähnt; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist über die Hintergrundinformationen dargestellt; 
• Regelmäßige Überprüfung der Aktualität: keine Angabe zu Gültigkeit bzw. 

Aktualisierung 

Recherche/Suchzeitraum: 
• Medline (PubMed), Embase-databases and Cochrane-Library, up to September 2019. 

LoE/GoR 
• GRADE 
• The global quality of evidence was defined as follow: 

https://www.nice.org.uk/guidance/ng122/resources/treatment-pathways-11189888173
https://www.nice.org.uk/guidance/ng122/resources/treatment-pathways-11189888173
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o High (high grade of confidence in the study results): high probability that the 
estimated effect is similar to the true effect. 

o Moderate (moderate grade of confidence in the study results): moderate probability 
that the estimated effect is similar to the true effect, but limited possibility that it is 
substantially different. 

o Low (low grade of confidence in the study results): limited probability that the 
estimated effect is similar to the true effect, with high possibility that it is 
substantially different 

o Very low (very low grade of confidence in the study results): very limited probability 
that the estimated effect is similar to the true effect, with very high possibility that it 
is substantially different. 

• The strength of clinical recommendations is graduated on four levels according to their 
clinical relevance, considering the benefit/risk outcomes ratio, the quality of evidence 
and other additional variables (equity, acceptability, feasibility, and patients’ 
preference): 
o Strong for: The intervention should be considered as the treatment of choice 

(benefits are higher than risks) 
o Conditional for: The intervention may be considered as treatment of choice (not sure 

that benefits are higher than risks) 
o Conditional against: The intervention should not be considered as treatment of 

choice, except for selected cases after discussion with the patient (not sure that 
benefits are higher than risks) 

Recommendations 
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Hintergrund 

5. Treatment of early disease 
5.3. Adjuvant treatments 
Post-operative platinum-based chemotherapy is recommended for all patients with stage 
II and III surgically resected disease, with performance status (ECOG PS) of 0–1 and without 
significant comorbidities (Table 1). Two meta-analysis demonstrated that post-operative 
platinum-based chemotherapy led to more than 10 % reduction in the risk of death, 
resulting in about 5 % absolute 5-years OS and diseasefree survival (DFS) improvement. 
Incidence of severe toxicities was about 65 %, with grade 3–4 neutropenia reported in 37 
% of cases (Pignon et al., 2008; Burdett et al., 2015). Although the optimal interval between 
surgery and adjuvant treatment, emerging from randomized studies, is actually considered 
6–8 weeks, a recent analysis of the National Cancer Database showed a comparable 
outcome in patients treated after a longer interval (Salazar et al., 2017). Data coming from 
the LACE meta-analysis suggested that adjuvant chemotherapy efficacy and tolerability are 
the same in the small subgroup of>70 years old patients, while prospective data on 
patients> 75 years old are lacking (Pignon et al., 2008). The majority of studies investigating 
carboplatin-based adjuvant regimens failed to show any survival benefit (Strauss et al., 
2008; Ou et al., 2010; Felip et al., 2010), while direct comparison with cisplatin-doublets 
are currently lacking. Based on the results of the JBR.10 and ANITA trials (Douillard et al., 
2006; Butts et al., 2010), cisplatin-vinorelbine is currently considered as the best regimen 
for adjuvant setting. Third generation agents, with at least comparable efficacy, such as 
gemcitabine, may be considered as an alternative valid option. Even if platinum- 
pemetrexed showed equal efficacy and better tolerability profile in phase II-III studies 
(Kreuter et al., 2016; Kenmotsu et al., 2019), it is not currently reimbursed and 
recommended as adjuvant therapy in Italy. In the decision process for adjuvant 
chemotherapy, several factors, including, age, pre- and post-operative morbidities, should 
be considered and discussed within a multidisciplinary team (Fig. 2). Several studies 
investigated the role of epidermal growth factor receptor tyrosine kinase inhibitors (EGFR-
TKIs) in the adjuvant setting showing conflicting results, with a potential benefit likely 
limited to EGFR-mutated NSCLC (Kelly et al., 2015; Goss et al., 2013; Yue et al., 2018; Zhong 
et al., 2018; Li et al., 2014). The high heterogeneity of included populations, comparator 
arms, and treatment regimens, among these studies, along with the absence of OS data, 
do not allow to draw any definitive conclusion about the efficacy of these agents. Waiting 
for the ongoing prospective randomized trials investigating the efficacy of third-generation 
TKIs in biomarker-selected NSCLC patients, the use of EGFR-TKIs is not currently 
recommended in the adjuvant setting. Several studies and meta-analyses clearly 
demonstrated that postoperative radiotherapy (PORT) in patients with stage I-II NSCLC, is 
associated with higher risk of death [HR 1.18 (95 % CI 1.07–1.31)], disease recurrence [HR 
1.10 (IC 95 % 0.99–1.21)], and local recurrence [HR 1.12 (IC 95 % 1.01–1.24), with absolute 
5 % decrease in survival rate at 2 years (PORT Meta-analysis Trialists Group, 1998; Burdett 
et al., 2016). Therefore, it cannot be recommended as part of adjuvant strategies (Table 1). 
Referenzen 
Burdett, S., Pignon, J.P., Tierney, J., et al., 2015. Adjuvant chemotherapy for resected early-stage non-small 
cell lung cancer. Cochrane Database Syst. Rev. 3 CD011430 
Burdett, S., Rydzewska, L., Tierney, J., et al., 2016. Postoperative radiotherapy for nonsmall cell lung cancer. 
Cochrane Database Syst. Rev. 10 CD002142. Review. Oct 11. 
Butts, C.A., Ding, K., Seymour, L., et al., 2010. Randomized phase III trial of vinorelbine plus cisplatin 
compared with observation in completely resected stage IB and II nonsmall- cell lung cancer: updated 
survival analysis of JBR-10. J. Clin. Oncol. 28 (1), 29–34. 
Douillard, J.Y., Rosell, R., De Lena, M., et al., 2006. Adjuvant vinorelbine plus cisplatin versus observation in 
patients with completely resected stage IB-IIIA non-small-cell lung cancer (Adjuvant Navelbine International 
Trialist Association [ANITA]): a randomised controlled trial. Lancet Oncol. 7 (9), 719–727. 
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Felip, E., Rosell, R., Maestre, J.A., et al., 2010. Preoperative chemotherapy plus surgery versus surgery plus 
adjuvant chemotherapy versus surgery alone in early-stage nonsmall- cell lung cancer. J. Clin. Oncol. 28 
(July19), 3138–3145. 
Goss, G.D., O’Callaghan, C., Lorimer, I., et al., 2013. Gefitinib versus placebo in completely resected non-
small-cell lung cancer: results of the NCIC CTG BR19 study. J. Clin. Oncol. 31 (27), 3320–3326. 
https://doi.org/10.1200/JCO.2013.51.1816. Sep 20. 
Kelly, K., Altorki, N.K., Eberhardt, W.E., et al., 2015. Adjuvant Erlotinib Versus Placebo in Patients With Stage 
IB-IIIA Non-Small-Cell Lung Cancer (RADIANT): A Randomized, Double-Blind, Phase III Trial. J. Clin. Oncol. 33 
(34), 4007–4014. https://doi.org/10. 1200/JCO.2015.61.8918. Dec 1. 
Kenmotsu, H., Yamamoto, N., Yamanaka, T., et al., 2019. Randomized phase III study of pemetrexed/cisplatin 
(Pem/Cis) versus vinorelbine /cisplatin (Vnr/Cis) for completely resected stage II-IIIA non-squamous non-
small-cell lung cancer (Ns-NSCLC): the JIPANG study. J. Clin. Oncol. 37 (15_suppl), 8501. 
https://doi.org/10.1200/JCO. 2019.37.15_suppl.8501. May 20 
Kreuter, M., Vansteenkiste, J., Fischer, J.R., et al., 2016. Three-year follow-up of a randomized phase II trial 
on refinement of early-stage NSCLC adjuvant chemotherapy with cisplatin and pemetrexed versus cisplatin 
and vinorelbine (the TREAT study). J. Thorac. Oncol. 11 (January 1), 85–93. 
https://doi.org/10.1016/j.jtho.2015.09.014 
Li, N., Ou, W., Ye, X., et al., 2014. Pemetrexed-carboplatin adjuvant chemotherapy with or without gefitinib 
in resected stage IIIA-N2 non-small cell lung cancer harbouring EGFR mutations: a randomized, phase II 
study. Ann. Surg. Oncol. 21 (June 6), 2091–2096. https://doi.org/10.1245/s10434-014-3586-9. 
Ou, W., Sun, H., Ye, X., et al., 2010. Adjuvant carboplatin-based chemotherapy in resected stage IIIA-N2 non-
small cell lung cancer. J. Thorac. Oncol. 5, 1033–1041. 
Pignon, J.P., Tribodet, H., Scagliotti, G.V., et al., 2008. Lung adjuvant cisplatin evaluation: a pooled analysis 
by the LACE Collaborative Group. J. Clin. Oncol. 26, 3552–3559. 
PORT Meta-analysis Trialists Group. Postoperative radiotherapy in non-small cell lung cancer: systematic 
review and meta-analysis of individual patient data from nine randomized controlled trials. Lancet 352, 257–
263. 
Salazar, M.C., Rosen, J.E., Wang, Z., et al., 2017. Association of delayed adjuvant chemotherapy with survival 
after lung cancer surgery. JAMA Oncol. 3, 610–619 
Strauss, G.M., Herndon 2nd, J.E., Maddaus, M.A., et al., 2008. Adjuvant paclitaxel plus carboplatin compared 
with observation in stage IB non-small-cell lung cancer: CALGB 9633 with the Cancer and leukemia group B, 
Radiation Therapy Oncology Group, and North Central Cancer treatment Group study groups. J. Clin. Oncol. 
26, 5043–5051. 
Yue, D., Xu, S., Wang, Q., et al., 2018. Erlotinib versus vinorelbine plus cisplatin as adjuvant therapy in 
Chinese patients with stage IIIA EGFR mutation-positive non-smallcell lung cancer (EVAN): a randomised, 
open-label, phase 2 trial. Lancet Respir. Med. 6 (November 11), 863–873. https://doi.org/10.1016/S2213-
2600(18)30277-7. 
Zhong, W.Z., Wang, Q., Mao, W.M., et al., 2018. Gefitinib versus vinorelbine plus cisplatin as adjuvant 
treatment for stage II-IIIA (N1-N2) EGFR-mutant NSCLC (ADJUVANT/CTONG1104): a randomised, open-label, 
phase 3 study. Lancet Oncol. 19 (January1), 139–148. https://doi.org/10.1016/S1470-2045(17)30729-5. 

6. Treatment of locally advanced disease 
6.1.2. Neoadjuvant treatments  
Several studies and meta-analyses (Lim et al., 2009; NSCLC Metaanalysis Collaborative 
Group, 2014) suggested that the estimated benefit from neoadjuvant chemotherapy is 
comparable to that expected with adjuvant chemotherapy (5 % absolute 5 years OS 
increase), thus it may be considered as a feasible and ethical approach for patients with 
stage IIIA-IIIB (N2) NSCLC, and should be always evaluated in the context of 
multidisciplinary teams. 
The phase III, randomized, Lung Intergroup trial 0139 (Albain et al., 2009) compared 
concurrent definitive chemoradiation versus concurrent induction chemoradiation 
followed by surgery in stage III (N2) NSCLC patients, showing no survival differences 
between the two treatment arms. A significant increase of median OS in favor of trimodal 
strategy has been observed in the subgroup of patients undergoing lobectomy (OS: 34 
months versus 22 months), while median OS was significantly lower (19 months) with 
pneumonectomy. Another study compared sequential chemoradiation versus 
chemotherapy alone as induction treatment in stage III (N2) NSCLC, showing no significant 
OS differences between the two arms (Pless et al., 2014). These data suggest that 



 

Abteilung Fachberatung Medizin  Seite 45 

concurrent chemoradiation may be an effective induction strategy in selected patients with 
stage IIIA-IIIB (N2) NSCLC, and should be evaluated in the context of an experienced 
multidisciplinary team. 
An Italian 2019 survey revealed as in patients with stage III, nonbulky, multi-station N2 
disease, 66 % of thoracic specialists declare to prefer a neoadjuvant approach (with chemo 
or chemoradiation), rather than a definitive concomitant chemoradiation treatment (Bruni 
et al., 2018). 
Referenzen  
Albain, K.S., Swann, R.S., Rusch, V.W., et al., 2009. Radiotherapy plus chemotherapy with or without surgical     
resection for stage III non-small cell lung cancer: a phase III randomized controlled trial. Lancet. 373, 379–
386. 
Bruni, A., Grossi, F., Katia, F., et al., 2018. The standard of care for LA-NSCLC in the era of Immunotherapy 
(IT): an Italian National Survey on the current pattern of care among Italian Thoracic Oncologist Community. 
Ann. Oncol. 29 (suppl 8) viii488–viii492. 
Lim, E., Harris, G., Patel, A., et al., 2009. Preoperative versus postoperative chemotherapy in patients with 
resectable non-small cell lung cancer: systematic review and indirect comparison meta-analysis of 
randomized trials. J. Thorac. Oncol. 4, 1380–1388. 
NSCLC Meta-analysis Collaborative Group, 2014. Preoperative chemother- apy for nonsmall-cell lung cancer: 
a systematic review and meta- analysis of individual participant data. Lancet 383, 1561–1571. 
Pless, M., Stupp, R., Ris, H., et al., 2014. Final results of the SAKK 16/00 Trial: a randomized phase III trial 
comparing neoadjuvant chemoradiation to chemotherapy alone in stage IIIA/N2 non-small-cell lung cancer. 
Ann. Oncol. 25 (suppl 4) 1v417. 
6.1.3. Adjuvant treatments 
Several studies included in the LACE meta-analysis (Pignon et al.,2008) demonstrated a 4.2 % absolute 5 
years survival rate improvement for the subgroup of patients with stage IIIA-IIIB (N1 or single station N2) 
NSCLC who received adjuvant chemotherapy after surgical resection, suggesting cisplatin-doublets as the 
best regimen.  
Although the results of the PORT meta-analysis (PORT Meta-analysis Trialists Group, 2000) showed a not 
clear survival benefit in patients with stage III, N2 pathological disease undergoing radiotherapy after radical 
surgery, more recent meta-analyses demonstrated that PORT is associated to a reduction in risk of loco-
regional and systemic recurrences (Billiet et al., 2014; Li et al., 2016; Liu et al., 2019), with a significant 
increase in OS in the subgroup of patients with extensive pN2 involvement (HR = 0.85; 95 % CI: 0.79-0.92) 
(Liu et al., 2019). Waiting for the final results of the prospective LungArt trial, PORT may be considered as an 
effective treatment for surgically resected patients with extensive N2 pathological involvement or R1 
disease, and should be evaluated in the context of an experienced multidisciplinary team. 
Referenzen 
Billiet, C., Decaluvè, H., Peeters, S., et al., 2014. Modern post-operative radiotherapy for stage III non-small     
cell lung cancer may improve local control and survival: a metaanalysis. Radiother. Oncol. 110, 3–8.  
Li, N., Ou, W., Ye, X., et al., 2014. Pemetrexed-carboplatin adjuvant chemotherapy with or without gefitinib 
in resected stage IIIA-N2 non-small cell lung cancer harbouring EGFR mutations: a randomized, phase II 
study. Ann. Surg. Oncol. 21 (June 6), 2091–2096. https://doi.org/10.1245/s10434-014-3586-9. 
Liu, T., Mu, Y., Dang, J., et al., 2019. The role of postoperative radiotherapy for completely resected pIIIA-N2 
non-small cell lung cancer patients with different clinicopathological features: a systemic review and meta-
analysis. J. Cancer 10 (17), 3941–3949 June 24. 
Pignon, J.P., Tribodet, H., Scagliotti, G.V., et al., 2008. Lung adjuvant cisplatin evaluation: a pooled analysis 
by the LACE Collaborative Group. J. Clin. Oncol. 26, 3552–3559. 
PORT Meta-analysis Trialists Group, 2000. Postoperative radiotherapy for non-small cell lung cancer. 
Cochrane Database Syst. Rev.(2) CD002142. 
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Pisters K et al., 2022 [8]. 
American Society of Clinical Oncology (ASCO) 
Adjuvant systemic therapy and adjuvant radiation therapy for stage I-IIIA completely 
resected non-small-cell lung cancer: ASCO Guideline Rapid Recommendation Update. 

Zielsetzung/Fragestellung 
What is the role of adjuvant systemic therapy and adjuvant radiation therapy in patients 
with completely resected stage I to IIIA non–small-cell lung cancers (NSCLCs)? 
In 2017, ASCO with Ontario Health—Cancer Care Ontario published a guideline on adjuvant 
therapy in resected stage I-III NSCLCs. Two RCTs were published in 2020 and 2021 and 
prompted this amendment to the 2017 guideline. 

Methodik 
Grundlage der Leitlinie 
Update: Amendment to the 2017 guideline  
• Repräsentatives Gremium, keine Patientenvertretung angegeben; 
• Interessenkonflikte dargelegt, Angaben zur Finazierung fehlen; 
• Systematische Suche, Auswahl und Bewertung der Evidenz zutreffend; 
• Formale Konsensusprozesse dargelegt; externes Begutachtungsverfahren:  

“[…] independently reviewed and approved by the EBMC”; 
• Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden 

Evidenz ist explizit dargestellt; 
• Regelmäßige Überprüfung der Aktualität: laufende Aktualisierung geplant, 

Änderungseinträge und Gültigkeit jedoch unklar: “ASCO’s formal updating process 
select existing guidelines are developed as living guidelines. The living guideline model 
requires constant updating of the literature and ongoing expert review and approval to 
provide current, user-friendly, high-quality, and evidence-based recommendations” 

Recherche/Suchzeitraum: 
• Update-Recherche:  targeted electronic literature search to identify RCTs of osimertinib 

and atezolizumab in this patient population was conducted, keine Angabe bzgl. 
Suchzeitraum 

LoE/GoR 

 
• Strength of recommendations: The Expert Panel provides a rating of the strength of each 

recommendation. This assessment reflects the extent to which a guideline panel is 
confident that desirable effects of an intervention outweigh undesirable effects, or vice 
versa, across the range of patients for whom the recommendation is intended. 
Recommendations may fall into two categories; strong and weak. Factors determining 
the strength of a recommendation include balance between benefits and harms, 
certainty of evidence, confidence in values & preferences, and resource use. 
Recommendations may be made for or against the use of an intervention. 
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• Certainty of evidence: The quality of evidence used to inform a given recommendation 
is assessed to evaluate its validity, reliability, and consistency. The quality of evidence is 
rated for each outcome across studies. Factors assessed when rating the quality of 
evidence include study design, consistency of results, directness of evidence, precision, 
publication bias, magnitude of effect, confounding, and dose-response gradient. This 
assessment considers the individual study quality ratings, the overall risk of bias, and the 
overall validity and reliability of the total body of evidence. The summary rating is an 
indication of the Expert Panel’s confidence that an estimate of the effect is adequate to 
support a particular recommendation. The certainty of the evidence is defined as one of 
four grades: high, moderate, low, or very low. Definitions are available in Table 1. 

Recommendations 
2021 UPDATED RECOMMENDATION 
• Recommendation 1.3 

Stages IIA, IIB, and IIIA: Adjuvant cisplatin-based chemotherapy is recommended for all 
patients. Adjuvant osimertinib is recommended after chemotherapy for patients with 
tumorswith sensitizing EGFR mutations, regardless of the PD-L1status. Adjuvant 
atezolizumab is recommended for all patients with PD-L1 ≥ 1% after cisplatin-based 
chemotherapy except for patients with sensitizing EGFR mutations (Type: evidence 
based and panel consensus; Evidence quality: high; Strength of recommendation: 
strong). 

Note: the guideline recommendations are based on the 7th edition staging system used in 
the studies as opposed to the current 8th edition staging system for lung cancer.5 
Referenzen zu den Empfehlungen 
2. Wu YL, Tsuboi M, He J, et al: Osimertinib in resected EGFR-mutated non-small-cell lung cancer. N Engl J 
Med 383:1711-1723, 2020 
3. Felip E, Altorki N, Zhou C, et al: Adjuvant atezolizumab after adjuvant chemotherapy in resected stage IB-
IIIA non-small-cell lung cancer (IMpower010): A 
randomised, multicentre, open-label, phase 3 trial. Lancet 398:1344-1357, 2021 
5.AJCC 8th Edition for Lung cancer. AJCC Cancer Staging Manual (ed 8) New York, NY: Springer, 2017 

2016 RECOMMENDATION (Guideline 2017-unverändert) 
• Recommendation 2.1. Stages IA/B and IIA/B: Adjuvant radiation therapy is not 

recommended (Type: Evidence based and Panel consensus; Harms outweigh benefits; 
Evidence quality: Intermediate; Strength of recommendation: Strong2). 

• Recommendation 2.2. Stage IIIA (N2): Adjuvant radiation therapy is not recommended 
for routine use. A postoperative multimodality evaluation, including a consultation with 
a radiation oncologist, is recommended to assess benefits and risks of adjuvant 
radiotherapy for each patient with N2 disease (Type: Evidence based and Panel 
consensus; Benefits outweigh harms; Evidence quality: Intermediate4; Strength of 
recommendation: Moderate). 

Referenzen zu den Empfehlungen 
2. Pisters KM, Evans WK, Azzoli CG, et al: Cancer Care Ontario and American Society of Clinical Oncology 
adjuvant chemotherapy and adjuvant radiation therapy for stages I-IIIA resectable non small-cell lung cancer 
guideline. J Clin Oncol 25:5506-5518, 2007 
3. Bradbury P, Sivajohanathan D, Chan A, et al: Postoperative adjuvant systemic therapy in completely 
resected non–small-cell lung cancer. Clin Lung Cancer [epub ahead of print on July 12, 2016] 
4. Rodrigues G, Choy H, Bradley J, et al: Adjuvant radiation therapy in locally advanced non-small cell lung 
cancer: Executive summary of an American Society for Radiation Oncology (ASTRO) evidence-based clinical 
practice guideline. Pract Radiat Oncol 5:149-155, 2015 
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4 Detaillierte Darstellung der Recherchestrategie 
Cochrane Library - Cochrane Database of Systematic Reviews (Issue 11 of 12, November 
2023) am 27.11.2023 

# Suchfrage 
1 [mh "Carcinoma, Non-Small-Cell Lung"] OR [mh ^"Lung Neoplasms"] 
2 (((non NEXT small) OR nonsmall) NEXT cell NEXT lung):ti,ab,kw 
3 (cancer* OR tum*r* OR carcinoma* OR neoplas* OR adenocarcinoma* OR sarcoma* 

OR lesion* OR malignan*):ti,ab,kw 
4 #2 AND #3 
5 nsclc*:ti,ab,kw 
6 #1 OR #4 OR #5 
7 #6 with Cochrane Library publication date from Nov 2018 to present 

Systematic Reviews in PubMed am 27.11.2023 

verwendete Suchfilter: 
Konsentierter Standardfilter für Systematische Reviews (SR), Team Informationsmanagement 
der Abteilung Fachberatung Medizin, Gemeinsamer Bundesausschuss, letzte Aktualisierung 
am 14.02.2023. 

# Suchfrage 
1 "Carcinoma, Non-Small-Cell Lung"[majr] 
2 "nonsmall cell lung"[tiab:~0] OR "non small cell lung"[tiab:~0] 
3 #2 AND ((((((((((tumor[tiab]) OR tumors[tiab]) OR tumour*[tiab]) OR 

carcinoma*[tiab]) OR adenocarcinoma*[tiab]) OR neoplas*[tiab]) OR sarcoma*[tiab]) 
OR cancer*[tiab]) OR lesion*[tiab]) OR malignan*[tiab]) 

4 #1 OR (#3) 
5 (#4) AND (systematic review[ptyp] OR meta-analysis[ptyp] OR network meta-

analysis[mh] OR (systematic*[tiab] AND (review*[tiab] OR overview*[tiab])) OR 
metareview*[tiab] OR umbrella review*[tiab] OR "overview of reviews"[tiab] OR 
meta-analy*[tiab] OR metaanaly*[tiab] OR metanaly*[tiab] OR meta-synthes*[tiab] 
OR metasynthes*[tiab] OR meta-study[tiab] OR metastudy[tiab] OR integrative 
review[tiab] OR integrative literature review[tiab] OR evidence review[tiab] OR 
((evidence-based medicine[mh] OR evidence synthes*[tiab]) AND review[pt]) OR 
((("evidence based" [tiab:~3]) OR evidence base[tiab]) AND (review*[tiab] OR 
overview*[tiab])) OR (review[ti] AND (comprehensive[ti] OR studies[ti] OR trials[ti])) 
OR ((critical appraisal*[tiab] OR critically appraise*[tiab] OR study selection[tiab] OR 
((predetermined[tiab] OR inclusion[tiab] OR selection[tiab] OR eligibility[tiab]) AND 
criteri*[tiab]) OR exclusion criteri*[tiab] OR screening criteri*[tiab] OR 
systematic*[tiab] OR data extraction*[tiab] OR data synthes*[tiab] OR prisma*[tiab] 
OR moose[tiab] OR entreq[tiab] OR mecir[tiab] OR stard[tiab] OR strobe[tiab] OR "risk 
of bias"[tiab]) AND (survey*[tiab] OR overview*[tiab] OR review*[tiab] OR 
search*[tiab] OR analysis[ti] OR apprais*[tiab] OR research*[tiab] OR synthes*[tiab]) 
AND (literature[tiab] OR articles[tiab] OR publications[tiab] OR bibliographies[tiab] OR 
published[tiab] OR citations[tiab] OR database*[tiab] OR references[tiab] OR 
reference-list*[tiab] OR papers[tiab] OR trials[tiab] OR studies[tiab] OR medline[tiab] 
OR embase[tiab] OR cochrane[tiab] OR pubmed[tiab] OR "web of science" [tiab] OR 
cinahl[tiab] OR cinhal[tiab] OR scisearch[tiab] OR ovid[tiab] OR ebsco[tiab] OR 
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# Suchfrage 
scopus[tiab] OR epistemonikos[tiab] OR prospero[tiab] OR proquest[tiab] OR 
lilacs[tiab] OR biosis[tiab])) OR technical report[ptyp] OR HTA[tiab] OR technology 
assessment*[tiab] OR technology report*[tiab]) 

6 ((#5) AND ("2018/11/01"[PDAT] : "3000"[PDAT]) NOT "The Cochrane database of 
systematic reviews"[Journal]) NOT (animals[MeSH:noexp] NOT (Humans[mh] AND 
animals[MeSH:noexp])) 

7 (#6) NOT (retracted publication [pt] OR retraction of publication [pt] OR preprint[pt]) 

Leitlinien in PubMed am 27.11.2023 

verwendete Suchfilter: 
Konsentierter Standardfilter für Leitlinien (LL), Team Informationsmanagement der Abteilung 
Fachberatung Medizin, Gemeinsamer Bundesausschuss, letzte Aktualisierung am 21.06.2017.  

# Suchfrage 
1 "Carcinoma, Non-Small-Cell Lung"[mh] 
2 Lung Neoplasms/therapy 
3 "nonsmall cell lung"[tiab:~0] OR "non small cell lung"[tiab:~0] OR Lung[ti] 
4 (#3) AND ((((((((((tumor[tiab]) OR tumors[tiab]) OR tumour*[tiab]) OR 

carcinoma*[tiab]) OR adenocarcinoma*[tiab]) OR neoplas*[tiab]) OR sarcoma*[tiab]) 
OR cancer*[tiab]) OR lesion*[tiab]) OR malignan*[tiab]) 

5 #1 OR #2 OR #4 
6 (#5) AND (Guideline[ptyp] OR Practice Guideline[ptyp] OR guideline*[Title] OR 

Consensus Development Conference[ptyp] OR Consensus Development Conference, 
NIH[ptyp] OR recommendation*[ti]) 

7 (((#6) AND ("2018/11/01"[PDAT] : "3000"[PDAT])) NOT (animals[MeSH:noexp] NOT 
(Humans[MesH] AND animals[MeSH:noexp])) NOT ("The Cochrane database of 
systematic reviews"[Journal]) NOT ((comment[ptyp]) OR letter[ptyp])) 

8 (#7) NOT (retracted publication [pt] OR retraction of publication [pt] OR preprint[pt]) 

Iterative Handsuche nach grauer Literatur, abgeschlossen am 27.11.2023 

• Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften (AWMF) 
• Nationale VersorgungsLeitlinien (NVL) 
• National Institute for Health and Care Excellence (NICE) 
• Scottish Intercollegiate Guideline Network (SIGN) 
• World Health Organization (WHO) 
• Leitlinienprogramm Onkologie (Deutsche Krebsgesellschaft, Deutsche Krebshilfe, AWMF) 
• Alberta Health Service (AHS) 
• European Society for Medical Oncology (ESMO) 
• National Comprehensive Cancer Network (NCCN) 
• National Cancer Institute (NCI) 
• ECRI Guidelines Trust (ECRI) 
• Dynamed / EBSCO 
• Guidelines International Network (GIN) 
• Trip Medical Database 
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