




Immunotherapy: New options for 
cancer treatment 



Despite broad activity of anti-
PDL1/PDL1 , benefit in certain 

subset of patients 



Induce infection to recruit immune cells to kill cancer 
No understanding of immune system, genes, mutations at 
that time 
Serious AEs including death 
 

 



Long road to modern 
immunooncology therapies 

 ~120 years from Coley’s Toxin (1890) to the first modern immunotherapy (Ipilimumab) 2011 

 Long time to understand immune system: T-cells was discovered in 1968, different types of T-
cells (CD4, CD8, CD28, etc.) distinguished later 

 Many misunderstandings about cancer and immune system eg.T-cells cannot see cancer  
setbacks for immunotherapy 

 Even Ipilimumab was developed based on a misunderstanding  

 



Immune checkpoint inhibitors 
Ipilimumab, 2011 

 Mistakenly thought CTLA-4 protein is an immune response 
gas pedal and Ipilimumab is an agonist that promotes 
immune response 

Actually, CTLA-4 is a brake and Ipilimumab is an CTLA-4 
inhibitor. Two wrongs make one right, patent was 
granted  

 Inhibit CTLA-4, unleash general activation of T-cell 
responses 

 Lots of side effects 



 PD-1/PD-L1 Inhibitors: more specific, less side 
effects 

 PD-1 inhibitors:  

 Nivolumab and Pembrolizumab, 
2014 
 

 PD-L1 inhibitors: 

 Atezolizumab, 2016 
 

 

 
 

Immune checkpoint inhibitors 



Immune checkpoint inhibitors 
 Avelumab(Bavencio)-anti PDL1,appr  2017metastatic urothelial, 

advanced renal, Merkel cell 

 

 Durvalumab(Imfinzi)-antiPDL1, appr2017  NSCLC,SCLC,biliary tract 

 

 Cemiplimab (Libtayo)-antiPD1, appr 2018 CSCC,BCC,NSCLC 

 

 Dostarlimab(Jemperli)-antiPD1, appr 2021 recurrent endometrial, 
dMMR solid tumors 

 

 Retifanlimab(Zynyz)-antiPD1,FDA appr 03/2023  Merkel cell 

 

 Nivolumab-Relatlimab (Opdualag)-antiPD1+antiLAG3, appr 03/2022  
1st line unresectable/metastatic melanoma (EMA approval 09/22 only 
PDL1<1%) 

 





ICIs are rapidly expanding 
treatment options in NSCLC 

Stage IV chemo+IO 5year OS 32% , double than 
chemo only pts 







  NICHE-1    

2022 ESMO Congress – presented by Myriam 

Chalabi 



  NICHE-2    

2022 ESMO Congress – presented by Myriam 

Chalabi 

-107 pts dMMR tumors 
-cT3 ή N+  
  (63% Τ4a /Τ4b) 
-no active immune related 

disease 





 







Immune checkpoint inhibitors- irAEs 
But ..toxicity matters!! 

 



Immune checkpoint 
inhibitors in Oncology 



 Second revolution in checkpoint inhibition :new combinations and 
predictive biomarkers are being explored 

 ICIs are currently tested in earlier stages of cancers as adj or neoadj 
therapy with impressive results in certain tumor types combined with 
good quality of life 

 Pts should be referred to specialized centers encouraged to participate in 
clinical trials 

 IrAEs present a unique challenge in modern oncology thus there is 
growing consensus regarding their pathophysiology and management in 
multidisciplinary teams. 

 Ongoing trials aim to elucidate the relationships between irAEs and 
treatment outcomes, specific biomarkers that clinch an irAE diagnosis  

 
 




