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Offenlegung und Quellen 

• Interessenkonflikte: Keine 

• Expertengremien: MSD, Takeda, Roche, BMS, Amgen, Astraseneca 

• Drittmittel: Amgen, Biotest, Celgene, CSL Behring, Daiichi Sankyo, 
Eisai, GSK, Hexal, Lilly, Medac, Mundipharma, Octapharma, Stemline 
und Takeda 

 

• Quellen: ASCO-Folien, NEJM, Roche, MSD 
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• SCLC 
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• Biomarker 
• Ct DNA 



Was ist neu? 

• Neoadjuvante Chemoimmuntherapie in NSCLC 
• Aegean 
• Keynote 671 
• Checkmate 816 

• Chemoradiotherapie NSCLC 
• EGFR mutierte  
• ALK mutierte  

• Fortgeschrittenes Stadium NSCLC 
• Crown 
• Trop 2 

• SCLC 
• Adriatic 

• Biomarker 
• Ct DNA 



Slide 3 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. 



Keynote 671  Aegean 



CheckMate 816 study designa,1 
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Neoadjuvant nivolumab plus chemotherapy vs chemotherapy in patients with resectable NSCLC: 4-year update from CheckMate 816 
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EFS: 4-year updatea 
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OS and lung cancer–specific survival: 4-year update 
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OS by neoadjuvant platinum chemo received 
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OS by extent of resectiona 
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Outcomes with Perioperative Durvalumab in Patients with Resectable NSCLC and Baseline N2 Lymph Node Involvement (N2 R-NSCLC) 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. 



EFS using RECIST v1.1 (BICR) (baseline N2 subgroup and mITT)* 
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EFS und OS 

EFS 1 Jahr EFS 2 Jahre EFS 4 Jahre OS 1 Jahr OS 2 Jahre 

Keynote 671 62.4 90 80.9 

Aegean 73.4 63.3 

Checkmate 
816 

76.1 63.8 49 90.3 82.7 
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DFS by treatment arm and post-chemo ctDNA  
clearance status 

ctDNA 

cleared 

ctDNA  

not cleared 

ctDNA cleared 
Atezo  
(n=36) 

BSC  

(n=28) 

mDFS, mo 31.3 13.3 

HR (95% CI) 0.7 (0.37, 1.34) 

ctDNA not cleared 
Atezo  

(n=19) 

BSC  
(n=20) 

mDFS, mo 4.2 3.9 

HR (95% CI) 0.67 (0.34, 1.32) 
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Atezo, ctDNA cleared 36 35 29 28 25 24 24 23 21 17 12 10 5 2 1 0 0 0 0 

Atezo, ctDNA not cleared 19 13 9 6 5 5 4 4 4 2 2 1 1 1 1 0 0 0 0 

BSC, ctDNA cleared 28 28 24 18 15 12 12 12 12 8 7 6 4 1 1 0 0 0 0 

BSC, ctDNA not cleared 20 16 4 3 2 2 2 1 1 1 1 0 0 0 0 0 0 0 0 

Clinical cutoff: 21 January 2021.  

Data are hypothesis generating and should be interpreted with caution due to the exploratory nature of the analysis and small sample size. 

Mod. Felip E et al; IMpower010: ctDNA status in patients with resected NSCLC who received adjuvant chemotherapy followed by Atezolizumab or Best Supportive Care; ESMO IO Congress 2022; 
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ctDNA clearance rate and OS by ctDNA clearance 
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Checkmate 816 

Keynote 671  Aegean 

? Zeitvorteil 



Exploratory Analysis of Event-Free Survival 
According to Major Pathological Response and 
Pathological Complete Response (Intention-to-

Treat Population). 

Wakelee H et al. N Engl J Med2023;389:491-503 



FAZIT 

• Neoadjuvante Chemoimmuntherapie ist der neue Standard 

• Nach Operation ist eine Adjuvante Immuntherapie mittels 
Pembrolizumab zugelassen (9 Monate)  

• Es könnte sein, dass wir hier eine Gruppe von Patienten 
übertherapieren 

• Tumorbiomarker z. B. Ct-DNA und Pathologische CR-Informationen 
könnten hier hilfreich sein 
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Celebrating 20 Years Since EGFR Mutation Discovery! 
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Current Landscape of Therapy for EGFR + NSCLC 
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Osimertinib after definitive chemoradiotherapy in patients with unresectable stage III epidermal growth factor receptor-mutated (EGFRm) NSCLC: primary results of the Phase 3 
LAURA study 
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LAURA Phase 3 double-blind study design 
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Baseline characteristics 
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Progression-free survival by BICR 
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Progression-free survival by BICR across subgroups 
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Sites of new lesions by BICR 
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Interim analysis of overall survival 
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All-causality adverse events (≥10%)* 
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≥10% Adverse events 

13% Discontinuation 

8%   Dose reduction 

56% Dose interruption 



Conclusions 
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Is Stage III NSCLC Curable with ChemoRT? 
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Long Term CNS Protection with Osimertinib 
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Factors to Consider with Indefinite Osimertinib 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. 



Treatment De-Escalation: Borrowing from CML 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. 



Was ist neu? 

• Neoadjuvante Chemoimmuntherapie in NSCLC 
• Aegean 
• Keynote 671 
• Checkmate 816 

• Chemoradiotherapie NSCLC 
• EGFR mutierte  
• ALKmutierte  

• Fortgeschrittenes Stadium NSCLC 
• Crown 
• Trop 2 

• SCLC 
• Adriatic 

• Biomarker 
• Ct DNA 



Global Retrospective Study Comparing Consolidation ALK TKI to Durvalumab or Observation after Chemoradiation in Unresectable Locally Advanced ALK+ NSCLC 
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Background 
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Methods 
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Baseline Characteristics 
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Progression-Free Survival 
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Overall Survival 
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Toxicity with Consolidation Therapy 
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Conclusion 
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FAZIT 

• Frühe Next-Generation Sequencing um EGFR und ALK Mutationen zu 
bestimmen ist wichtig 

• Osimertinib nach Chemoradiotherapie ist der neue Standard für 
Patienten mit inoperabelem Stadium III EGFR-mutiertem NSCLC  

• ALK-TKIs könnten auch ein Vorteil für Patientin nach einer 
Chemoradiotherapie für inoperable Stadium III ALKmutierte NSCLC 
erreichen 
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Lorlatinib vs Crizotinib in Treatment-Naive Patients With Advanced ALK+ Non-Small Cell Lung Cancer: 5-Year Progression-Free Survival and Safety From the CROWN Study 
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Current Post Hoc Analyses at 5 Years 
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At 60.2 Months of Median Follow-Up, Median PFS by Investigator Was Still Not Reached With Lorlatinib 
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Lorlatinib Showed Superior PFS Benefit Irrespective of Presence or Absence of Baseline Brain Metastases 
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Time to IC Progression by Investigator Assessment Was Longer With Lorlatinib (ITT Population) 
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Safety Profile of Lorlatinib Was Consistent With That Observed in Prior Analyses 
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Dose Reduction Did Not Impact Efficacy of Lorlatinib in Patients Who Had Dose Reduction in the First 16 Weeks 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. 



Lorlatinib Treatment Benefited Patients With Poor Prognostic Biomarkers 
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Emerging New ALK Mutations Were Not Detected in ctDNA Collected at the End of Lorlatinib Treatment 
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Evolution of First- and Next-Generation <br />ALK Inhibitors for ALK+ NSCLC 
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First-Line Treatment Options for ALK+ NSCLC<br />Until 5/30/24 
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Evaluating CROWN in the Context of ALK Treatment Landscape: Systemic Efficacy 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. 



Evaluating CROWN in the Context of ALK Treatment Landscape: CNS Efficacy 
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92% keine CNS Progression @5 Jahre 

Zwischen 3 und 5 Jahre keine ZNS Ereignisse 



Conclusions 
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Why Target TROP2? 
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Phase 3 Trials of Anti-TROP2 ADCs in Pretreated Patients 
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Similar Outcomes 
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Allow ADC’s for the administration of cytoxics @ the expense of less toxicity with similar outcomes? 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. 



FAZIT 

• Lorlatinib ist der neue Standard für Alk-mutierte NSCLC im 
fortgeschrittenem Stadium 

• Trop 2 Antibody Drug Konjugate sind nicht dem Docetaxel überlegen 
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Current standard of care for Limited Stage SCLC<br />Concurrent ChemoRadioTherapy (cCRT) 
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ADRIATIC: durvalumab as consolidation treatment for patients with limited-stage small-cell lung cancer (LS-SCLC) 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. 



Background<br /> 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. 



ADRIATIC study design 
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Baseline characteristics 
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Overall survival (dual primary endpoint) 
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OS subgroup analysis 
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Progression-free survival* (dual primary endpoint) 
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PFS subgroup analysis 
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Exposure and safety summary 
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Most frequent AEs* 
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Pneumonitis/radiation pneumonitis 
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Conclusions 
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ADRIATIC: First Interim Analysis<br />Phase 3, randomized, double-blind, placebo-controlled global study for Limited Stage SCLC 
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Anti-PDL1 in Locally Advanced Lung Cancer (vs. ES-SCLC) 
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FAZIT 

• Durvalumumab Erhaltung ist der neue Standard für inoperable SCLC 
nach Chemoradiotherapie 

• Nach 3 Jahre Beobachtung, 25%ige Reduktion der tumorspezifischen 
Progression 
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ctDNA-Lung-DETECT: rate of ctDNA detection and outcomes for clinical stage I NSCLC 
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Conclusion 
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• Neoadjuvante Therapie in NSCLC 
 

 
• Chemoradiotherapie in NSCLC 

 
• EGFR mutierte 
• Alk mutiert 

 
• Fortgeschrittenes Stadium NSCLC 

 
• Crown 
• Trop 2 

 
• SCLC 

• Adriatic 
 

• CtDNA 

• Perioperative Chemoimmuntherapie und 
Adjuvante Immuntherapie ist der neue Standard. 
Ob Adjuvante Immuntherapie bei allem Patienten 
notwendig ist, steht noch aus. 
 

• Osimertinib ist der neue Standard nach 
Chemoradiotherapie für inoperable Stadium 
III EGFRm NSCLC 

 

• Lorlatinib ist der neue Standard für 
fortgeschrittene Stadium Alkm NSCLC 

• Trop2 Antibody Drug Konjugate sind nicht 
überlegen zu Docetaxel 

 

• 2 Jahre Durvalumumab ist der neue 
Standard nach Chemoradiotherapie 
in SCLC 

• Könnte als relevanter Biomarker sich 
etablieren 

 

Zusammenfassung 



Herzlichen DANK 


