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DIAGNOSTICO MOLECULAR

Lung cancer

Caso 2

Mujer de 59 anos

Septiembre 2016 - diagnostico de
adenocarcinoma de pulmén estadio IV (M1
—hueso+higado)

EGFR mutado (delecion en el exén 19-
(p.E746_A750del))

Traamiento con TKI -gefidnd o
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DIAGNOSTICO MOLECULAR

Caso 2
« Septiembre 2017 —progresion pulmonar
— Biopsia liquida: EGFR del 19
— Rebiopsia: EGFR del 19 + p.T790M
*  Octubre 2017 — cambio a Osimertinib
 Respuesta casi completa

»  Octubre 2018: progresion pulmonar
— Biopsia liguida: NGS (Oncomine TNA)

SMV / Indel CHNV
Gene MAF % AA Chg QC Test (LOD) % Gene Gain / Loss CNV Ratio
EGER 50306 p.GluT46_Ala... s5pE-a MET + 2867

— CctDNA: C797S negativo. dell9 + (20%), pérdida T790M.
Amplificacion MET

Lung cancer

QC Test

-~

Variant {(exons)

not determined

Fusion

Mol Cow.
Mutant

QcC Test

»x
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DIAGNOSTICO MOLECULAR

EGFR-mutant
lung cancer

b (o, Targeted Persister cells / v@?‘b
&> BB & omer

Z==>" resistance
EGFR-mutated
lung cancer

mechanisms

Marina Corral SpenceMature Publishing Group

Oxnard Nat Medicine, 2016
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DIAGNGSTICO MOLECULAR Mecanismos de resistencia a osimertinib

= No evidence of acquired EGFR T790M
« The most common resistance mechanisms were MET amplification and EGFR C797S mutation
« Other mechanisms included HER2 amplification, PIK3CA and RAS mutations

Secondary EGFR mutations:* e .- SPTBN1
HER2 amplification: 2% PP
CTO7X: T%: LT18QCT97S: 1%, HER2F:'I..|tation: 1% : SPTBN1-ALK: 1% MET amplification: 15%
| L718Q + ex20ins 1%; ST6SI 1% |

PIK3CA mutations: 7% BRAF mutations (V600E): 3%
? KRAS mutations (G12D/C, A146T): 3%

Cell cycle gene alterations

Apoptosis CCND amps: 3% Proliferation
CCNET amps: 2%
CDK4/6 amps: 5%

)
MUNICH g '
2018 *Resistance mechanism reported may overlap with another; *Two patients had de novo T790M mutations at baseline of whom one acquired C797S at progression
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Gracias por su atencion
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