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Lung cancer has been the most common cancer in the world for several decades

and remains the leading cause of cancer-related deaths

Ferlay, et al. IntJ Cancer 2019 3


Presenter
Presentation Notes
El cáncer de pulmón es un tema principal en la Salud global mundial
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Median age at
diagnosis?
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Lung cancer affects more men than women, and incidence increases with age oo et s o 201

2. SEER Cancer Stat Fact Sheets Lung and Bronchus Cancer. Last accessed November 2020



https://seer.cancer.gov/statfacts/html/lungb.html
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79% patients initially present 5-year survival Overall 5 year survival
with regional or metastatic disease by disease type (all types)
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The majority of lung cancer patients initially present with regional or metastatic disease
and this significantly and adversely affects their survival outcomes

SEER Cancer Stat Fact Sheets Lung and Bronchus Cancer. Last accessed November 2020



https://seer.cancer.gov/statfacts/html/lungb.html
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Imaging and histological testing to Biomarker testing
detect potential tumour and to further characterise the
type of lung cancer specific subtype of NSCLC

to determine medical extent of lung cancer type, stage and specific
history and conduct subtype of lung cancer
physical examination

Initial consultation [ Staging to determine the ] Treatment based on

Typical patient journey from diagnosis to treatment

Accurate diagnosis enables the right treatment decision for the patient

NSCLC = non-small cell lung cancer American Cancer Society. Last accessed November 2020



https://www.cancer.org/cancer/lung-cancer.html
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Histological subtypes

* Small cell lung cancer (SCLC, 15%) and non-
small cell lung cancer (NSCLC, 85%)

* NSCLC: heterogeneous disease that can be
divided into four main subtypes:
adenocarcinoma, SQ-cell carcinoma, large-
cell carcinoma and others (neuroendocrine,
sarcomatoid...)
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Lung cancer
15% 85%
Small-cell lung cancer Non-small cell lung cancer
30%y / 70%

10%

Adenocarcinoma
Lepidic (non-mucinous
or mucinous)

Acinar
Papillary
Micropapillary
Solid

Others

Large-cell carcinoma

Large-cell neuroendocrine ca.

Gridelli et al. Nat Rev Dis Primers 2015
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Presentation Notes
Gridelli C, Rossi A, Carbone DP, et al. Non-small-cell lung cancer. Nat Rev Dis Primers 2015;1:15009.
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| Endoscopic Transbronchial biopay
| EBUS-TBNA

Mormal lung tissue

| Transthoracic blopsy
CT-guided
Ultrasound-guided
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Small biopsy specimens

e

Adequate for molecular testing?

Barkers Markers | Markers For small cell
| For ADC For SqCC | Juma carcinama

Maolecular characteristics
of the tumar
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* Small diagnostic sample (broncoscopy biopsy)
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* Small diagnostic sample (broncoscopy biopsy)

p40-CK5/ 6 TTF1-CK7
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olecular subgroups and emerging therapies

- No mutations 1.2%

7 EGFRsensitizing 19.4% UMD 12.0%

Other drivers 2.9%
PTEN loss 0.7%
CDKN2A loss 1.9%
EGFRT790M 5.5% BRAF non-V600E 1.3%

Squamous ~ N loss 1%

EGFRexon202.1%

EGFRWtamp 1.0%

ALK fusion 3.8%
Nonsquamous
ROST FUSION 2.6%
RET fusion 1.7%

BRAF VB0OE 2,19
MET splice 3.00%

KRAS 25.3%

BRGA 72 loss 1.3% N FGFR120.7%
TSCi/210ss 0.7%

ERBB2 mut 2.3% PIK3CA 2.0%
MAP2K1 0.7%

Spectrum of oncogenic drivers associated to 860 patients with lung adenocarcinoma identified by MSK-Impact.
SCLC: small cell lung cancer, NSCLC: non-small cell lung cancer; UMD: no actionable mutation.
1. Bode, A. M., and Dong, Z., (2018) npj Precision Onc 2:1; 2. Jordan EJ et al. (2017) Cancer Discov. 2017; 7: 596-609.



Presenter
Presentation Notes
El tumor en el que más impacto ha tenido el conocimiento de alteraciones moleculares es el cáncer de pulmón. Hasta no hace muchos años se hablaba de cáncer de pulmón microcítico y no microcítico y dentro del no microcítico adenocarcinoma y escamoso, se les trataba con quimioterapia y ya está. Si vemos en la actualidad muchas más alteraciones moleculares, cada una de ellas son tipos de cáncer de pulmón totalmente diferentes y que hoy se deben diagnosticar. Cuando solo se miraba si tenía mutación EGFR o no no era necesario mirar nada más, pero a día de hoy hay una serie de biomarcadores que es obligado hacer un panel más o menos grande para poder diagnosticar y tratar un cáncer de pulmón.



Time, January 15, 2001 | Vol. 157 No. 2

Personalized Medicine

The ability to offer

* The Right Drug
To The Right Patient
For The Right Disease
At The Right Time

With The Right Dosage

# LUCIA
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Presentation Notes
El concepto de medicina personalizada no es de estos últimos años, ya en el año 2001 que aunque nos parezca que fue ayer, ya son 20 años, la revista TIME publicó esta portada donde hablaba de medicina personalizada
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Patient *
selection
based on

molecular
profiling

Ideally: integrated NGS-based assay to detect mutations, amplifications, and translocations

v

NTRK1/2/3

No actionable
alterations

PD-L1, TMB
\ 4 \ 4 +
Treatment Crizotinib Dabrafenib Crizotinib Selpercatinib Entrectinib AMG 510 Trastuzumab Chemotherapy
Alectinib + trametinib Cabozantinib Pralsetinib Larotrectinib TDM-1 or /and
Ceritinib Vemurafenib Capmatinib (BLU-667) Cabozantinib Neratinibx Immunotherapy
Brigatinib Savolitinib Cabozantinib DS-6051b
Lorlatinib

Temsirolimus
Tepotinib Vandetanib Repotrectinib Afatinib
Merestinib Sunitinib

Dacomatinib
Glesatinib Lenvatinib Poziotinib
Alectinib XMT-1522
Ponatinib . TAK-788
ERBB3 inh DS-8201a

Therapy switch/combination based on re-biopsies or liquid biopsy

*Bold text = approved FDA and/or EU as of May 2020
* Rosell and Karachaliou. Lancet 2016
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Presentation Notes
Rosell R, Karachaliou N. Large-scale screening for somatic mutations in lung cancer. Lancet 2016;387:1354–6.
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Mew update to the guidelines on testing predictive biomarkers
in non-small-cell lung cancer: a National Consensus of the Spanish

Society of Pathology and the Spanish Society of Medical Oncology

Dalares ka0 - Maria 0. Lozana® . Lk Paz-Anes® - C1ara Salss® - lavied de Castio® - Estmer Conde® . Endigisera Fetip’ -
Javier Gomez-Romin® : Pilar Garnido® : Ana Belén Enguita’™

Non-small cell lung cancer (NSCLC) is a group of tumours with the greatest number of identified therapeutic
targets, some of which have clinical utility from the earliest stages
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