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1. Lage hoeveelheid ctDNA

Technique Sensitivity Optimal
Sanger sequencing >10% Tumortissue
Pyrosequencing 10% Tumor tissue
Next-generation seqeuncing 2% Tumor tissue
Quantativo PCR 1% Tumor tissue
ARMS 0.10% “Tumor tissue

BEAMing, PAP, Digital PCR,JrAM-Seq 0.01% or lower CDNA, rare variants in tumor tissue

2. Accurate kwantificatie

Digital droplet PCR -> absolute kwantificatie
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1. Lage hoeveelheid ctDNA
- ctDNA = 50% — 1/0,01% cfDNA

2. Accurate kwantificatie mutante fragmenten

Resistanco
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Digital Droplet PCR (ddPCR)
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- Hoge sensitiviteit - Detectie: genamplificatie, deletie,

- Mogelijkheid tot multiplexen translocaties & genmutaties

- Absolute kwantificatie

Preliminaire resultaten




Opvolging patiént EGFR exon 19 del - T790M

Circulating cell-free DNA
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1. Geen behandeling

2. 13/02/2015-1dosis | gde gon EGFR TKI (- T790M resistent)
3. 25/02/2015 - 1 dosis

Circulating cell-free DNA
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Geen behandeling

13/02/2015 - 1 dosis
25/02/2015 - 1 dosis | 3% gen.: EGFR TKI — (T790M resistent)
Start behandeling
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Circulating cell-free DNA
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Opvolging patiént EGFR exon 19 del

Circulating cell-free DNA
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Behandeling

1. 20/10/2014 — Tarceva (erlotinib)
2. 01/12/2014 — CT: partié€le respons
3. 12/01/2015 — CT: blijvende partiéle repons
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. Behandeling

20/10/2014 — Tarceva (erlotinib)

01/12/2014 — CT: parti€le respons

12/01/2015 — CT: blijvende partiéle repons
16/03/2015 — CT: uitgesproken progressie
18/03/2015 — Palliatief: carboplatinum/pemetrexed
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- - Identificatie van genetische merkers voor specifieke therapie
- - S - Evaluatie van “early” response op behandeling

- - - Opvolgen van tumordynamiek

- Beoordelen evolutie van resistentie in real-time
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e A - Biopsie wanneer weefsel biopsie niet mogelijk/succesvol is
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IRIS studie
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