lonitoring treatment response in patients wi

AV ~
metasialtiC colorecta .m. “ETHEEW%%E;?

="
PROSPECTIEF - - - - - ahy e O
LEOS - cancer using cfDNA fragmentomics testing: the DOLPHIN trial /)
NDELIJK UMC Utrecht
CRC COHORT D.E. van Steijn!, G.R. Vink?3, J.M.L Roodhart?, M. Koopman?, M.J. Lahaye?, M.N.G.J.A. Braat>, H. Wang®, M.J.E. Greuter®, B.l. Lissenberg-Witte®, V.M.H. Coupé®, Amsterdom UMC -
D van den Broek’, G.A. Meijer!, V.E. Velculescu?, L. Rinaldi®, E.Peters®, A. Konicki®, N.C. Dracopoli®, N.F.M Kok®, R.J.A. Fijneman?, on behalf of the PLCRC-DOLPHIN group. 4 ’;:,
. 1 Department of Pathology, Netherlands Cancer Institute, The Netherlands; 2Department of Medical Oncology, University Medical Center Utrecht, Utrecht University, The Netherlands; 3Netherlands Comprehensive Cancer Organization (IKNL), The Netherlands; “Department of Radiology, KNL uﬂl__:,?ﬁ__faim LI
Netherlands Cancer Institute, The Netherlands; >Department of Radiology, University Medical Center Utrecht, Utrecht University, The Netherlands; ®Department of Epidemiology and Data Science, Amsterdam University Medical Centers, Location VUmc, The Netherlands; ‘Department MNederland D E L F I
of Laboratory Medicine, Netherlands Cancer Institute, The Netherlands; 8Delfi Diagnostics, United States; °Department of Surgical Oncology, Netherlands Cancer Institute, The Netherlands.
Background Study design
L L DOLPHIN: DNA-testing Of Liquid biopsies for Patient care close to Home In the Netherlands.
» Accurate monitoring of therapy response is important for | |
treatment decision-making in patients with metastatic colorectal ((',\,_ | (n,_ | / | ~
2, e, / ( g ) (n- K
cancer (mCRC) T U A (= ¢ (I}
»Currently, clinical response is determined by imaging ery sizweeks | Systemictherapy Frery 8-12weeks ocal therapy Every 8-12 weeks , Followup  Every 812 weeks /3-6 months
or
. . Systemic thera .
> Analysis of cell-free DNA (cfDNA) fragmentation patterns may l l ! W l Systemic therapy l
offer a sensitive, inexpensive, tissue agnostic approach to monitor % - s -, e, .,
treatment response in mCRC patients G v i
el DELFI IR DELFI U DELFI
IC PLCRC ddPCR & DELFI-TE ddPCR & DELFI-TF ddPCR & DELFI-TF ddPCR & DELFI-TF
I | i 1 »DOLPHIN is a prospective, observational study within the Prospective
(Q-% H S Dutch ColoRectal Cancer cohort (PLCRC, https://plcrc.nl/for-international- »All blood samples are sent to The Netherlands Cancer Institute.
a—— ; ; visitors) » Clinical data is collected by the PLCRC team and The Netherlands
Imaging ctDNA . . : : : : - -
S — s Vidble hieoplasticeslis » Longitudinal blood collection: every 8-12 weeks in conjunction with Comprehensive Cancer Organisation
* Limited sensitivity and » High specificity imaging »Images will be collected centrally using Health RI XNAT
specificity e Minimally invasive . _
o Lymph node « Broad applicability » After local treatment: blood collection at follow-up appointments every
metastases
o Peritoneal 3-6 months
metastases Quantity i i i - -
P i scgad PO Patient inclusion Blood samples and CT images collection
DOLPHIN accrual 401
i EE S o A
/ \ 250 225 § 0- g b % :: 4:1:7 oo
- = 0= - - © 201 *3 4’3. o%e °
Investigate the added clinical value of longitudinal ctDNA- g 2 R - ﬂ B S— “ e
testing compared to imaging in treatment response . B
monitoring of patients with mCRC . SN
k / 0 i -50
& w({@ m@%m v“?% ™ g o \Pm & %Q,Qﬁb G“%-{\F mq@& x‘br‘\ﬁ Qe‘?ﬁb@%ﬁ ?@ﬂ & @m \;}m \}%m %@an Gi’m-{}.‘j;bq@ﬁb o -60 @ Z ,%/ Z % ,J% A % @%
Study population Patient characteristics Next steps and future plans
» MCRC patients
s ~N o0 » PLCRC informed consent, including additional » Complete patient inclusion: December 2024
PROSPECTIEF . ‘ blood withdrawal » 2 years follow-up completion: 2026
LANDELIJK - » Complete collection of clinical, imaging and molecular data

» Treatment with systemic therapy +/- local

CRC coHOoRT . .

thera |
I\"- . .-‘ py . Participant Status Sex at birth
» Before start second line of therapy o 0 B Male: 120 (58.5%)
fciuded: (93-2%) M Female: 85 (41.5%)
B Dropped: 14 (6.8%)
DELFI tumor fraction (DELFI-TF)
127
G W " _' '. . =) ﬁ& W) DELFI-TF Score
. PIK3CA
Low-coverage ctDNA fragmentation profile Unknown: 127 (62.0%)
WGS B WT: 40 (19.5%)

B MT: 38 (18.5%)

KRAS

B MT: 101 (49.3%)
B WT: 64 (31.2%)
Unknown: 40 (19.5%)

MSI Status

B MSS: 176 (85.9%)
H MSI: 16 (7.8%)

» Sample analysis

BRAF

B WT: 114 (55.6%)

Unknown: 73 (35.6%) ddPCR testing DELFI-TF

B MT: 18 (8.8%)
Q
e 18]
"ol 1
o
@

» Health technology assessment

[ | o
. . . 14
> Integration and data analysis: cBioPortal = ¥ cBioPortal  hearnr

B Unknown/Not Determined: 13 (6.3%)

COI: The first author is employed based on funding by a public private partnership consortium grant in collaboration with Delfi Diagnostics Funded by NL Health~Holland Project: LSHM22027 Contact: d.v.steijn@nki.nl


https://plcrc.nl/for-international-visitors

