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Why Invite a Dutch Scientist to Talk About This Subject? 



Back to basics: DNA is at the heart of every malignant

disease

Priestley et al Nature 2019



The Genome of Metastatic Cancer

Priestley et al Nature 2019



Heterogeneity of Driver Gene Expression

Priestley et al Nature 2019



Large scale sequencing delivers….?

I-Predict/ Winther trial:

Patients without regular treatment option left with

stage IV cancer (tumor type agnostic)

• Foundation One testing on archival tissue

• PDL1 IHC

• TMB/MSI

• ctDNA profiling

• Winther trial: addition of whole genome RNA 

sequencing

Sicklick et al. Nature Medicine volume 25, pages744–750 (2019)

Rodon et al. Nature Medicine volume 25, pages751-758 (2019) 

https://www-nature-com.eur.idm.oclc.org/nm
https://www-nature-com.eur.idm.oclc.org/nm
https://www-nature-com.eur.idm.oclc.org/nm
https://www-nature-com.eur.idm.oclc.org/nm


Outcomes I-Predict Trial



Clinical outcomes



Winther Trial



Foundation One vs Whole Genome Sequencing



What can we learn from

those “in 

between”pieces of 

DNA?

Van Dessel et al Nature 

Communication in press



DRUP study

Van der Velden et al. Nature. 2019 Sep 

30. doi: 10.1038/s41586-019-1600-x.



Rediscovery of Drugs: efficacy



Baseline biopsies in 

DRUP study: WGS as 

selection tool



Example: HER2 amplified Bladder Cancer Patient

23-10-2017



Clinical History

At diagnosis a 48 yo man

Neo-Adjuvant

MVAC x4

Cystectomy: 

pT3N1 

urothelial cell

cancer of the

bladder

Para-aortal

Lymphnode

metastases

11month period

Start 

Pembrolizumab

treatment

biopsy

11month period

After initial RECIST response, new 

lymphnode metastases and

adrenal metastases for which we 

started docetaxel in a trial

After 4 cycles of docetaxel

PD: Inclusion in DRUP trial:

Trastuzumab/ Pertuzumab

treatment 



Response to treatment

Start treatment Nadir: 6 months

later



WGS as selection tool for phase I studies in EMC



Overall conclusions

 Patient selection based on genomic characterization improves selection for trial 

participation

 Whole Genome Sequencing is ready for prime time clinical application

 These new data show our ability to improve patient outcome by improving 

selection in a more or less tumor agnostic fashion



Thank you for your attention

Twitter: @ErasmusOncology/ @MartijnLolkema
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