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investigated whether the identified eccDNA contained parts of the EGFR gene; these eccDNA are referred to as EGFR-overlapping 
eccDNA. EGFR-overlapping eccDNA was identified in 29/32 (90.6%) of the baseline samples 

Stensgaard S, BS. Plasma extrachromosomal circular DNA as a biomarker in EGFR-targeted therapy of non-small cell lung cancer. Mol Oncol. 2025 Oct 30.
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Resistencia a las terapias diriginas a Dianas moleculares “On target”



Activación`por “By Pass” Vías alternativas “Out target”
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Wenwen Guo. Sem in cancer Biol 2022

Roles of cellular senescence in tumour promotion. Following induction of

senescence by intrinsic or therapeutic stresses, cancer cells can secrete 

senescence- associated factors that mediate secondary effects on tumour

progression  and contribute to cancer stemness, proliferation, migration, 

invasion and  metastasis, thus enhancing the malignant potential of the cancer 

cell population.

Without senolitic or senomorfic

therapy,

Target drugs induced

senescence

And so: STEMNESS phenotype

STEM pnenotype induced immunoresistence

And resistance to target drugs

Clemens A. Schmitt. Nature Review Clin Oncol 2022

Induction of senescence by Target drugs induces the STEM phenotype:
senolitic or senomorfic therapy
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Curves for high responders (patients with an MAF at baseline and undetectable ctDNA at 3 or 6 
months) are coloured in green. 
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Circulating tumor DNA dynamic variation predicts sotorasib efficacy in KRASp.G12C‐mutated 

advanced non‐small cell lung cancer
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ctDNA Clearance as an Early Indicator of Improved Clinical Outcomes in Advanced NSCLC Treated with TKI: 
Findings from an Aggregate Analysis of Eight Clinical Trials
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La biopsia liquida nos ayudara a generar un nuevo 

mantra en la oncologia
• No dejes que tu mente se adapte siempre a un protocolo estructurado… A un 

devenir previsible..

… Que sólo sirve para restarnos parcialmente la ansiedad ante la incertidumbre

• No hay nada previsible cuando cada tumor en cada persona es una huella digital 
genética diferente, y por tanto.. “singularidad” en si misma y una “singularidad” 
metacrónica a lo largo de su propio tiempo evolutivo

• La biopsia liquida nos ayudará a percibir Una de las formas mas sencillas de 
sabiduria..  

…. Es ESPERAR LO INESPERABLE

Por que los que nos diferenciarà de la IA … no es la inteligencia… es la sabiduria
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