
Πρόοδος νόσου υπό 
Ανοσοθεραπεία: Και μετά τι; 
 

Αγγελική Ράπτη 

Συντ. Διευθύντρια 

2η Πνευμονολογική Κλινική ΝΝΘΑ 
aggeliki.rapti@gmail.com 

 



Personalized Therapy in Advanced-Stage 
NSCLC: Current Therapeutic Landscape 
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       pseudoprogression 
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Chest-CT of a 78-year-old female 

former smoker with stage IIIA lung 

adeno-ca  

who received two doses of 

nivolumab preoperatively 

in the post-treatment specimen 

 there was 90% tumor regression 



Categories of progression after 
chemo/IO  

Primary resistance (PR) 

hyperprogressive 

disease (HPD) 
 

Acquired resistance 
(AR) 



Primary resistance  

Hyperprogressive disease 

 disease progression in the first image evaluation 

after treatment initiation 

 overexpression of alternative immune checkpoints, 

TIM-3/CTLA-4/ LAG-3/ BTLA 

 infiltration of immunosuppressive regulatory T cells 



    Hyperprogressive disease 

 immune-related progression pattern  

 acceleration of tumor growth during 

treatment with PD-1/PD-L1 inhibitors 

 the frequency of HPD in patients receiving 

chemo/IO as first-line treatment has not been 

determined. 



Hyperprogression 





NSCLC 
 Γυναίκα 55 ετών  

 

 

    

 

 

   adeno-ca stage IV 

• EGFR-ALK-BRAF  (-) 

• PS  0 

• PDL-1  >1% 

 

  cisplatin/pemetrexed  

     pembrolizumab 

 

8 μήνες μετά            PD 



Currently, patients with NSCLC PD-L1 of 1% or greater 

who progress after treatment with checkpoint 

inhibitors/chemotherapy do not have standard  

second-line systemic treatment options. 



Treatment options after progression to 

chemotherapy/immunotherapy  

 Single-agent chemotherapy 

 Docetaxel with antiangiogenic agent 

 Clinical trial 

 Nivolumab/ Atezolizumab 

 









      ORR of 36% and a DCR of 82%. 



 

 
 ORRs in the group of patients treated with platinum-based 

combination chemotherapy after IO compared to before IO, 66.7% 

vs 39.5% (P = .03) 

 

 ORRs for patients receiving nonplatinum monotherapies were 

46.9% vs 25% 



Acquired resistance (AR) 

Oligometastatic 

progression 
multimetastatic 



 

 
 26 patients 

 23 patients (88%) had recurrence limited to one (54%) or two (35%) 

sites of disease. 

 14 continued PD-1 inhibitor therapy  

 3 were re-challenged with the same PD-1 inhibitor after holiday  

     (2 responded) 

  15 received local therapy to site(s) of AR 

  11 continued PD-1 inhibitor after local therapy 

   

22 

2-year survival rate 92% 

 (95% confidence interval: 

0.77–1). 



 60.6% progression of previously existing 

lesions 

 66.7% progression in a unique disease site 

 

 30% the progression was diffuse 
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> 30% decrease 
> 30% decrease 
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First line Pembrolizumab Alone or in Combination with  
Pemetrexed and Carboplatin in Induction/Maintenance or 
Postprogression  
in Treating patients with stage IV Non-Small Cell Lung Cancer 
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First line Pembrolizumab Alone or in Combination with  
Pemetrexed and Carboplatin in Induction/Maintenance or 
Postprogression  
in Treating patients with stage IV Non-Small Cell Lung Cancer 

This phase III trial studies whether : 

 

• pembrolizumab alone as a first-line treatment, followed by 

pemetrexed and carboplatin with or without 

pembrolizumab after disease progression is superior to  

 

• induction with pembrolizumab, pemetrexed and 

carboplatin followed by pembrolizumab and pemetrexed 

maintenance  

PRIMARY OBJECTIVES: 

overall survival 



Conclusion 

 
 Second-line treatment after progression on chemo/IO in PD-L1–positive 

NSCLC has not yet been established. 

 

  Treatment decisions depend on the time to treatment failure and affected 

sites  

 

 chemotherapy with or without antiangiogenic agent 

  local therapy 

 or reintroduction of immunotherapy 

    enrollment in a clinical trial 
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