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Vi har l&2nge benyttet malrettet behandling

» Antihormonel behandling af brystkreeft er baseret pa udtryk af astrogen.

» Bestemmelse af HER2-genekspression ved brystkreeft er rutine pa grund
af behandling bl.a. med trastuzumab og Enhertu.

* B-RAF-haammere til melanomer med B-RAF V600-mutation.

* EGFR-haammere (erlotinib, gefitinib, osimertinib) til EGFR-muterede
pulmonale adenokarcinomer.

* Crizotinib, lorlatinib mm. til ALK- eller ROS1-mutationer ved lungekreeft.

* PARP-haemmere godkendt til BRCA-muteret ovariecancer mm.

Ulrik Lassen
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“Partial response patients with 100% change have non-target disease present
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Basket forsag — 1 specifikt target, tumor agnostisk

Lung Cancer Colorectal Cancer

Ovarian Cancer Multiple Myeloma

LU

Breast Cancer Various Rare Cancers
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Larotrectinib has tumour-agnostic efficacy in TRK fusion- cancer
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4Approvals in 2018: a histology-agnostic
new molecular entity, novel end points

and real-time review

Gideon M. Blumenthal* and Richard Pazdur

Cutaneous squamous
cell cancer
¢ Cemiplimab-rwlc

Merkel cell cancer
¢ Pembrolizumab

Adrenal gland (PPGL)
* lobenguane I-131

Breast cancer

* Talazoparib

* Ribociclib

* Abemaciclib

* Olaparib

* Trastuzumab-pkrb

Cervical cancer
* Pembrolizumab

Nature Reviews Clinical Oncology 2019

FDA drug approvals in 2018

Melanoma
¢ Encorafenib + binimetinib
¢ Dabrafenib + trametinib

Thyroid cancer
* Dabrafenib + trametinib

Colorectal cancer
¢ Ipilimumab + nivolumab

GEP-NET
¢ Lutetium Lu-177 dotatate

Hepatocellular cancer
¢ Pembrolizumab
e Lenvatinib

Ovarian cancer
* Bevacizumab

TSC-associated seizures
* Everolimus

Lung cancer

¢ Dacomitinib

¢ Lorlatinib

* Pembrolizumab
¢ Nivolumab

* Osimertinib

¢ Durvalumab

e Afatinib

¢ Atezolizumab

Prostate cancer
* Enzalutamide

Renal cancer
¢ Ipilimumab + nivolumab

NTRK fusion-positive
cancers (histology agnostic)
¢ Larotrectinib

Urothelial cancer
* Pembrolizumab

* Rucaparib * Apalutamide ¢ Atezolizumab
* Olaparib * Abiraterone acetate

Leukaemia Lymphoma BPDCN

* Gilteritinib * Tisagenlecleucel * Tagraxofusp-erzs

* Duvelisib * Brentuximab vedotin

* Moxetumomab pasudotox-tdfk

* Ivosidenib

* Venetoclax

* Blinatumomab
 Nilotinib

¢ Calaspargase pegol-mknl
* Glasdegib

* Duvelisib
* Rituximab-abbs
* Pembrolizumab

MF/SS
* Mogamulizumab-kpkc

HLH

* Emapalumab

Supportive care
 Pegfilgrastim-jmdb
 Epoetin alfa-epbx
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“This is one of those new miracle drugs.
If you can afford it, it’s a miracle.”
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The DCCC

< 1-3 uger /

Hvilke patienter?
Ingen yderligere
standardbehandlinger:

Rigshospitalet,

Siden 2013:

WES+RHA seq

Side 2020: WGS + RNA
[ 2021: nationalt i DK

Ny-diagnosticeret GBM
Rigshospitalet

Siiden 2016:

WES+RNA seq

Siden 2020: WGS + RNA
[ 2021: nationalr i DK

Siden 2021-22
Ny-diagnosticeret NSCLC*
Metastatisk Brystkreeft*
Sarkom, Pancreas,
Paediatrisk og op til 30 ar.
Heematologisk cancer
Arvelig cancer, Thymom

Ulrik Lassen

*Kun Rigshospilalet

Brain Tumor Center
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Danish National Molecular Tumor Board

Bioinforma-
tician:
Curates report
Pathologist: Clinical
Provides geneticist:
guidance on Guidance on
alterations and incidental
additional germline

investigations findings

* Ugentlige mader

40 profiler diskuteres/uge

Trial
coordinators,
academic staff

» Ca. 1500 cases arligt (stigende)

« 25-30 personer (avg) deltager

Pediatrician:
Presents
pediatric cases

* Aktuelt 1time/uge

trials

Oncologic
subspeciality
(eg.lung/breast)

Case
presenting
physician:

Prior treatment,
co-morbidities,
performance

Disease
specific
knowledge

Figure 4: Participants in the Danish National Molecular
Tumor Board and related tasks

REGION
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Data og pipeline

Alle pipelines baserer sig pa NGS

 WGS: RH/GM (mindre germlinepanel)
« WES: Aalborg, AUH/MOMA (mindre germlinepanel), Vejle (stgrre germlinepanel)
» Oncomine (panel): OUH (-germline), Herlev (mindre germlinepanel)

Neestved og Ggdstrup: Kagres via RH hhv. AUH

DCCC Variantfortolkningsnetveerket

”"Netvaerk for harmonisering af somatisk variant-

fortolkning i behandlingsgjemed for patienter med
behandlingsrefrakteer cancer” arlige internatmader 2021,
2022 + 18-19/9 2023 samt 4 tidligere workshops (2012, 2019,
2020,2021)

Zealand University Hospital
(no data yet)

Personalised Medicine, Biomarkers & Diagnostics. Poster #87



Baggrund for DNMTB

Etablering af molekyleert tumorboard:

* Rigshospitalet hver 2. uge fra 2013, fra 2019 ugentligt
* Nationalt tumorboard DNMTB - AUH, Herlev (2018)

* OUH, Aalborg (2019)

*  Vejle og Neestved (2021)

*  Gadstrup (2022) a e

30 w Vejle Hospital

m Aalborg University Hospital

®Odense University Hospial

mHerlev Gentofte Hospital

m Aarhus University Hospital
mRigshospitalet

mWeekly average of genomic tumor profiles

Weekly average of genomic tumor profiles and participating hospitals

@

25

20

eekly number of genomic tumor profiles

2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

Fra 0,5 ugentlig case til nu ®ver 40 i gennemsnit Year

Personalised Medicine, Biomarkers & Diagnostics. Poster #87
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National MTB og faelles databaser

Forskningsmassigt Det vil derfor vaere af interesse at etablere:
* Opggrelse over effekter ved off-label behandling * En national database over fundne varianter
* Undersgge komplekse genomiske mgnstre og * Kobling til klinisk information

interaktioner
Klinisk

* Til brug for malrettet behandling

* Sgge efter kliniske forsag til specifikke patienter

* Finde eksisterende patienter til kliniske forsgg (eks. ProTarget)
« Erfaringsdeling pa tveers af landet

« Til brug i de nationale tumorboards (onkologi/haematologi)

Ulrik Lassen
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The ProTarget study — A Danish Nationwide Clinical
Trial on Targeted Cancer Treatment based on
Genomic Profiling

* ProTarget-studiet er et dansk investigator-initieret fase Il-klinisk
forsag, der har til formal at forbedre patienters adgang til kommercielt
tilgeengelige molekylaert malrettede kreeftleegemidler baseret pa
genomisk profilering af tumoren.

- Studiet har til formal at undersgge sikkerheden og effekten af disse
behandlinger, nar de anvendes uden for deres godkendte indikation til
behandling af patienter med relevante, behandlingsbare molekylzere
forandringer (actionable targets).

« Herved gnsker vi at identificere nye praediktive biomarkarer for
malrettede behandlinger uden for de godkendte indikationer samt
generere nye data og veesentlig indsigt i de molekylaere signalveje, der
blandt andet er involveret i udviklingen af resistens over for malrettede
terapier.

 Over 300 patienter er inkluderet (se poster)

https://protarget.dk

Ulrik Lassen



https://protarget.dk/

Konklusion

« Ca 10-15 nye midler mod kraeft godkendes hvert ar
« Kreeft — en sygdom i generne

« Genfejl — mutation styrer kraeftvaekst

« Nye laegemidler angriber mal/genfejl

* Fremtid: Kortlaegning af udvalgte kreeftgener mhp individuel design af
kreeftbehandling

» Vi har ikke brug for patienter til vores forsag, men forsag til vores
patienter!
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