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Epidemiologi
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Years of life lost
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Etiologi



Trends in Tobacco Use and Lung Cancer Death Rates in the U.S.
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Not only smoking
BCPT_

Triggering Mechanisms and Inflammatory Effects of
Combustion Exhaust Particles with Implication for
Carcinogenesis
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Patologi, molekylaerpatologi
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Prediktive analyser i rutine

Alle NSCLC:
* PD-L1-ekspresjonsanalyse (IHC)

Alle non-plateepitelkarsinom (NSCLC)
* EGFR-mutasjonsanalyse (DNA)
* ALK-translokasjonsanalyse (FISH eller IHC)

* ROS1 hja utvalde
* BRAF hja utvalde



Molekyaere prediktive analyser i rutine

Alle NSCLC:
* PD-L1-ekspresjonsanalyse (IHC)



Immunotherapy acts best when PD-L1 is highly expressed
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PD-L1 Immunohistochemistry: Expression
Heterogeneity and Potential for Sampling Error
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Pembro 2" line NSCLC

Events/patients (n) Hazard ratio (95% Cl)
Sex
Male 332/634 —E— 0-65 (0-52-0-81)
Female 189/399 S — 0-69 (0-51-0-94)
Age (years)
<65 317/604 —il— 0-63 (0-50-0-79)
265 204/429 —— 076 (0-57-1-02)
ECOG performance status
0 149/348 —— 0-73 (0-52-1-02)
] 267/678 - 0.62/0.01.072)
PD-L1 tumour proportion score
250% 204/442 —i— 0-53 (0-40-0-70)
1-49% 317/591 —B— 0-76 (0-60-0-96)
Tumour sample
Archival 266/455 e 0-70 (0-54-0-89)
New 255/578 —i— 0-64 (0-50-0-83)
Histology
Squamous 128/222 — B 074 (0-50-1-09)
Adenocarcinoma 333/708 —J— 0-63(0-50-0-79)
EGFR status
Mutant 46/86 0-88 (0-45-170)
Wild-type 447/875 —— 0-66 (0-55-0-80)
Overall 521/1033 —m— 0.67 (0-56-0-80)
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Figure 3: Subgroup analysis of overall survival

Shows the comparison of the pooled pembrolizumab doses versus docetaxel. ECOG=Eastern Cooperative Oncology

Group.

Herbst et al, Lancet 2016
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Brahmer WCLC 2017

Pembrolizumab 15t line NSCLC‘(PD-L1>50%)‘
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PD-L1-svar fra patolog:

“Andel tumorceller med PD-L1-uttrykk skal angis med minimum
felgende kategorier: <1%, 1-49%, >50%"

Nasjonalt handlingsprogram for lungekreft, 2018



PD-L1 test algorithm...

treatment




Mange legemidler skal vurderes i dette mgtet i Beslutningsforum. | tillegg er
det et par saker om prinsipper og retningslinjer. Se sakslista.

2. Radisson Blu Airport Hotel,
resruAR — (Gardermoen.

kl. 09.30-11.00

Sak 5-2018
Atezolizumab (Tecentriq) til behandling av lokalavansert eller
metastatisk PD-L1 positiv ikke-smacellet lungekreft etter

tidligere behandling med kjemoterapi. Mer informasjon pa
metodesiden (link)

Sak 6-2018
Nivolumab (Opdivo) til behandling av jde€-smacellet lungekreft

av typen plateepitelkarsinom som ikke uttrykker PD-L1, ny
vurdering.




Molekylzer diagnostikk



Traditional

Adenocarcinoma
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Liquid biopsies
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ldylla™ ctBRAF Mutation Assay (RUO)

A revolution in liquid biopsy cancer research

The Idylla™ ctBRAF Mutation Assay is the first and only fully automated liquid biopsy assay.

Discover the benefits of Idylla™ ctBRAF Assay - the easiest solution to implement liquid biopsy
testing in research.

«» Directly from 1 ml plasma sample into the cartridge
« Less than 1 minute hands-on time

« Total turnaround time of around 100 minutes

News

4 April 2017, 7:00 AM

PRESS RELEASE: Biocartis establishes US
subsidiary and appoints US General Manager

30 March 2017, 7:00 AM

PRESS RELEASE: Biocartis announces
publication of 2016 Annual Report

events

Apr 20th - 22nd, 2017

Encontros de Primavera en Oncologie
Evora, Portugal



Molekyaere prediktive analyser i rutine

* EGFR-mutasjonsanalyse (DNA)

* BRAF hja utvalde



EGFR Gene
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How it can be
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Mechanisms of EGFR-resistance
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How it can be
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X-ray crystal structure of gefitinib in wild-type EGFR showing close proximity of the compound with the threonine
gatekeeper (left). Modelled structure of osimertinib in T790M mutant of EGFR showing close proximity with the
methionine gatekeeper residue and also covalent bond to Cys-797 (right).



HOW |t Ccan be Osimertinib
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TRENDS in Molecuiar Medicine




Molekyaere prediktive analyser i rutine

Alle non-plateepitelkarsinom (NSCLC)
* ALK-translokasjonsanalyse (FISH eller IHC)

* ROS1 hja utvalde



EMLA-ALK fusion
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Algorithm for ALK-testing

NSCLC, non squamous

\ 4

ALK positive

ALK negative



A variety of resistance mutations within the EML4-ALK fusion gene
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Rebiopsy and re-analysis is important
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Lungekreftscreening

Reduced Lung-Cancer Mortality with Low-Dose Computed
Tomographic Screening

The National Lung Screening Trial Research Team*

representi ive reduction in mortality from lung cancer with low-dose CT
screening of 20.0% (95% CI, 6.8 to 26.7; P=0.004). The rate of death from any cause

W, ed in the low-dose CT group, as compared with the radiography group,
by 6.7% (95% CI, 1.2 to 13.6; P=0.02).

Europa: venter fortsatt pa Nelson-studien



Konklusjon

* Pkt insidens x bedret prognose = sterkt gkt prevalens
* Stor behov for lungeonkologer!
* Og mye spennende molekylzert

* En sykdom som kan ga fra ukers til ars leveutsikter basert pa et
molekylzaerpatologisvar



