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ECOG 1594 - Survival

El Pasado (hopefully !!)



From The Cancer Genome Atlas Project:  Govindan R. J Clin Oncol. 2012 (Proc ASCO Annual Meeting);30 (suppl): abstr 7006.
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Las aberraciones genómicas son muy 

frecuentes en cáncer de pulmón



Adenocarcinoma de pulmón - Genotipo

NTRK fusions
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Adenocarcinoma de pulmón 
Subtipos con tratamientos específicos 

NTRK fusions



Ensayo EURTAC : Erlotinib v Quimioterapia

Rosell, …Paz-Ares. Lancet Oncol 2012



CNMP EGFR M+: Resistencia Adquirida

Yu HA et al. Clin Cancer Res. 2013;19:2240–7; Shaw AT, Engelman JA. J Clin Oncol. 2013;31:1105–11

EGFR mutant

Michalczyk A et al. Bioorg Med Chem. 2008 Apr 1;16(7):3482-8.

T790M - Exon 20



Slide 31

Monitorización de la Resistancia

Biopsia Líquida



Osimertinib en  
Cáncer de pulmón EGFR-T790M +

P Janne et al., New Engl J Med 2015

ORR: 61%

DCR (CR+PR+SD): 

95%

Median PFS: 9.6 months

Best change in target lesion and ORR in 

T790M evaluable patients (central test); 

n=127



Ensayo Flaura
Gefitinib v Omimertinib

Progression-Free Survival Overall Survival

Soria et al. NEJM 2018



Adenocarcinoma de pulmón 
Subtipos con tratamientos específicos 

NTRK fusions



Adenocarcinoma Pulmón
Adicción a EGFR - ALK

Crizotinib

(n=173)

Chemotherapy

(n=174)

Events, n (%) 100 (58) 127 (73)

Median, mo 7.7 3.0

HR (95% CI) 0.49 (0.37 to 0.64)

P <0.0001

CrizotinibCrizotinib vv Chemotherapy in Chemotherapy in 
ALK + NSCLCALK + NSCLC
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Shaw et al., NEJM 2012 

Erlotinib versus chemotherapy in 

EGFR-driven advanced NSCLC1



Resistencia Adquirida 
CNMP EGFR mutado y  ALK positivo 

Yu HA et al. Clin Cancer Res. 2013;19:2240–7; Shaw AT, Engelman JA. J Clin Oncol. 2013;31:1105–11

EGFR mutant ALK positive

Common themes

Second site mutations in target (e.g. T790M / L1196M)

Use of alternative signalling pathways (e.g. MET / EGFR)



Siguiente generación 
Inhibidores de4 ALK 

Marsilje, et al. J Med Chem 2013

Crizotinib Ceritinib TAE684

AlectinibBrigatinib ASP3026X-396

New ALK inhibitors should be active against resistance mutations, have proven 

CNS activity, improved systemic efficacy and have an acceptable safety profile



Gainor et al. Cancer Discov 2016

Resistencia Adquirida a TKIs de ALK
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*investigator-assessed; †All patients with CNS metastases at baseline, irrespective of radiotherapy

Shaw, et al. ASCO 2017

Perters S et al., NEJM 2017.

PFS by baseline CNS metastases status*

Patients with CNS metastases at baseline† Patients without CNS metastases at baseline 

Crizotinib (N=58)
Alectinib (N=64)
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Crizotinib (N=93)
Alectinib (N=88)
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HR 0.51 
(95% CI 0.33–0.80)

HR 0.40 
(95% CI 0.25–0.64)

Duration of Progression Free Survival (Months)

9 15 21 276 12 18 24 303Day

1
Duration of Progression Free Survival (Months)

9 15 21 276 12 18 24 303Day

1

Ensayo Alex 
Primera Línea: Alectinib v Crizotinib



Genotipado repetido
a lo largo de la enfermedad

• Sequencing strategies should be flexible; in some cases revisiting previous 
agents may be the best approach 

Shaw AT, et al. N Engl J Med 2016;374:54−61.

Crizotinib Chemotherapy Lorlatinib Crizotinib

Ceritinib AUY922 Crizotinib

Biopsy Biopsy Biopsy Biopsy

Months: 6 12 18 24 30 36 42 48

Effect of therapy

Before lorlatinib Response to lorlatinib Resistance to lorlatinib Response to crizotinib

C1156Y
L1198F
C1156Y



NTRK fusions

Adenocarcinoma de pulmón 
Subtipos con tratamientos específicos 



Phase 2 study of dabrafenib + trametinib in 
previously-treated BRAF V600E Mut+ NSCLC

24

• The median duration of response was not reached
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a1 patient discontinued at day 23 and did not have any post-baseline scans for efficacy. 

D Planchard  et al. J Clin Oncol 2015



MET mut+ NSCLC

Crizotinib Phase II Trial (Korea)

Drilon et al., ASCO 2016

N= 21; RR= 44%



Objective response rate by tumour type: patients with 

NTRK fusion-positive solid tumours (integrated analysis population; BICR)

Cut-off date: 31 May 2018

*Non-CR/PD, missing or unevaluable, n=6 

Best percent change in tumour sum 
(BICR, NTRK tumour agnostic)

NTRK+ All Patients (N=54)

ORR (95% CI) 57.4% (43.21, 70.77)*



Poziotinib TAK-788

Doebele,ASCO 2018
Robichaux JP, et al.Nat Med. 2018

Mas Eficacia en Tumores con Adicción 
Oncogénica

The case of EGFR Exon 20 NSCLC
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The case of RET+ NSCLC

Mas Eficacia en Tumores con Adicción 
Oncogénica



NTRK fusions

Adenocarcinoma de pulmón 
Subtipos con tratamientos específicos 



Lito et al. Science 2016

Patricelli et al. Cancer Discov 2016

The case of G12C KRAS covalent inhibitors

Targeting Kras…



◼ KRAS

◼ P53 pathway 

◼ LKB1(STK11)

◼ Oxidative stress 

pathway…KEAP1/NFE2L2

◼ Nucleosome 

remodeling…ARID1A/ARID1

B/ARID2/SMARCA4

◼ Histone modifiers…SETD2, 

KMT2D/C

Bykov, Eriksson, Bianchi and Wiman, Nature Rev Cancer, 2018

Genes supresores de tumores…



En el Fúturo Utilizaremos mas ADCs…

Tsurutani et al. WLCC 2018

DS-8201 - Tumor Shrinkage by HER2 Status

IHC by local laboratory testing.

E20, exon 20 insertion; EC, single base pair substitution at extracellular domain; IHC, immunohistochemistry; ISH, in situ hybridization; NSCLC, non-small cell lung cancer; 

NE, not examined or missing; TM, single base pair substitution in transmembrane domain.



Miguel Angel 1500

Visión de la

Oncología 

Tradicional

Un  CANCER 

que crece

Visión de la 
Inmuno-

Oncologia

Un CUERPO

Que deja   

crecer el cáncer

Una visión diferente del cáncer…
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Phase 1 Data1

Time (months)

Phase 3 Data3,4

Nivolumab

Docetaxel

CA209-003

Median OS = 9.9 months
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Checkmate 063

Median OS = 8.1 months

Phase 2 Data2
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CheckMate 057: NonSquamous

Median OS Nivo = 12.2 months
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1-yr OS rate = 51%

Nivolumab

Docetaxel

CheckMate 017: Squamous

Median OS Nivo = 9.2 months
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Inhibidores de PD-1/PD-L1: Nivolumab 
Impacto en Supervivencia en CNMP

Gettinger S, JCO 2015, Brahmer J et al NEJM 2015

Paz-Ares L, et al. ASCO 2015,. Borghaei , Paz-Ares L et al. NEJM 2015 



Mediana de 
Supervivencia (95% CI), 

meses

Pacientes
(N = 129)

9.9 (7.8, 12.4)
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Brahmer et al. AACR 2017

Cáncer de Pulmón Tratado con Nivolumab
Supervivencia a 5 años



Ghandi et al., NEJM 2018

Non SCC KeyNote 189 Trial SCC KeyNote 407 Trial

Paz-Ares et al., NEJM 2018

Chemo + Pembrolizumab in NSCLC





 Immune checkpoint inhibitors

 Angiogenesis 

 CAR T-cells

 Dendritic cells

 Tumor-associated macrophages

 Regulatory immune cells

 Cytokines and chemokines

 Combination therapies

Tang H et al. Cancer Lett 2015;370(1):85-90 ; Pitt JM et al. Ann Oncol 2016;27(8);1482-1492
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Adicción Oncogénica y Tratamiento Selectivo
Cáncer de Pulmón

Kris et al., JAMA 2015.  



• Muestras adecuadas de tumor

• Equipos expertos

• Tecnología

• Bioinformáticos clínicos

• Respuesta adecuada en tiempo

• Programas de control de calidad

• Programa innovador de EECC

Oncología Personalizada
Como hacerla llegar a todos los pacientes?
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Presented By Sameek Roychowdhury at 2015 ASCO Annual Meeting



Gracias

lpazaresr@seom.org



New medicine approval speed: FDA vs 

EMA 2007-2017



In the last 5 years: 

• Costs of cancer 

medicines increased by 

72% over 2010 in the US

• By 50% in countries 

other than the US

IMS Health, MIDAS, Dec 2015; Market Prognosis, Mar 2016; IMS Institute for Healthcare Informatics, May 2016, Tabernero, ESMO 2017

Global Oncology Costs and Growth, 2010 – 2020

Where we are today

Global cancer costs



Availability of NSCLC targeted agents (EU)

Cherny N, et al. Ann Oncol 2016.

Western 
Europe

Eastern  
Europe

ESMO Survey : NSCLC Targeted Agents




