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PDL1

Type of PD-L1 assay
Type of tissue tested (fresh vs. archival).

PD-L1 expression cutoffs
Type of cells (tumor vs. immune vs. both) tested for PD-L1 expression. 

Vary between tumor sites (primary versus metastases) 
Temporal dynamism (previous therapies). 

Mino-Kenudson. JTO 2022. Tsao. J Thorac Oncol. 2018  
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TMB
B-FAST

Dziadziuszko, ESMO 2021



TMB

https://brb.nci.nih.gov/tmbLab/

1. Reporting of TMB in mut/Mb to ensure
consistency.

2. Standardization of analytical validation studies
for TMB estimation to include assessment of
analytical accuracy, precision, and sensitivity.

3. Assurance of consistency across panels by
alignment of panel TMB values to whole
exome sequencing–derived universal reference
standards.

Establishing guidelines to harmonize tumor mutational burden (TMB): in silico assessment of 
variation in TMB quantification across diagnostic platforms: phase I of the Friends of Cancer 
Research TMB Harmonization Project

Merino DM. Journal for ImmunoTherapy of Cancer 2020.
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FIRMAS GENÉTICAS 
PIONeeR Comprehensive biomarkers analysis to explain resistances to PD1-L1 ICIs: The precision
immuno-oncology for advanced non-small cell lung cancer (PIONeeR) trial

Greillier. AACR 2022
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Predictive mutation signature of immunotherapy benefits in NSCLC based on machine learning
algorithms

Liu. Front Immunol 2022
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Herbst et al Ann. Oncol. 2019

Gadgeel et al Ann. Oncol. 2019

FDA pooled anlalysis: Outcomes of 1L therapy in patients with advanced NSCLC according to KRAS 
mutation status & PD-L1 expression.

Nakajima. ASCO 2022
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Posibles genes de resistencia a ICI

KRAS wildtype KRAS mut

OS in PD-L1 negative

FDA pooled anlalysis: Outcomes of 1L therapy in patients with advanced NSCLC according to KRAS 
mutation status & PD-L1 expression.

Nakajima. ASCO 2022



Posibles genes de resistencia a ICI

All subgroups appear to benefit from the addition of IT regardless of PDL1 expression and KRAS 

mutational status.

Data will be needed later to define and determine if there is a subgroup of KRAS mutated patients

who will benefit more from a targeted therapy than from treatment including first-line ICI

KRAS was only determined in 16% of patients (157 ptes with G12C mut)

Co-mutations with KEAP1, ST11 or TP53 were not studied. 

FDA pooled anlalysis: Outcomes of 1L therapy in patients with advanced NSCLC according to KRAS 
mutation status & PD-L1 expression.

Nakajima. ASCO 2022



Posibles genes de resistencia a ICI
Association Between KRAS/STK11/KEAP1 Mutations and Outcomes in POSEIDON: Durvalumab +/-
Tremelimumab + Chemotherapy in mNSCLC
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Predictors of survival to immunotherapy and chemoimmunotherapy in non-small cell lung cancer: A 
meta-analysis

Di Federico . J Natl Cancer Inst. 2022
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Posibles genes de resistencia a ICI
Diminished Efficacy of Programmed Death- (Ligand)1 Inhibition in STK11- and KEAP1-Mutant Lung
Adenocarcinoma Is Affected by KRAS Mutation Status

Ricciuti. J Thorac Oncol. 2022



ctDNA
NADIM II

Provencio. JCO 2022
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TILS
Digital quantification of lymphocytic infiltration on routine H&E images and 
immunotherapy response in NSCLC

Rakaee. ASCO 2022



CD8
Efficacy of anti-PD1/PD-L1 immunotherapy in non-small cell lung cancer is dependent upon
Immunoscore immune checkpoint CD8 and PD-L1 status

Galon. ASCO 2022.



Microbioma

Routy. Science 2018. Derosa. Cancer Discov 2021. 



Microbioma
Intestinal Akkermansia muciniphila predicts clinical response to PD-1 blockade in advanced non-
small cell lung cancer patients.

Derosa. Nat Med 2022. 



SCLC
Molecular Subtypes of Surgically Resected Small Cell Lung Cancer: Expression Pattern and 
Prognostic Relevance

Megyesfalvi. IASCL 2022



… conclusiones

 PDL1 continúa siendo el biomarcador más empleado. 

 Enfoque combinado de múltiples biomarcadores para un mejor desempeño predictivo. 

 Biomarcadores prácticos y fácilmente implementables en la práctica clínica. 

 Estudios prospectivos de validación. 
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