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Experimental approach: PROVENC3 study Post-surgery ctDNA detection has a strong prognostic value

Background

» Current clinical guidelines in the Netherlands recommend adjuvant chemotherapy
treatment (ACT) following resection of the primary tumor for all stage Ill colon
cancer patients.

» Only 15-20% of the patients benefit from ACT: around 55% of stage Il colon
cancer patients are cured by surgery alone and are being overtreated, and 30%
will relapse despite ACT.

» Prognostic biomarkers may improve ACT decisions and reduce futile treatment by
identifying the patients at a higher risk of recurrence that could benefit from ACT.

PROVENC3: (PROgnostic Value of Early Notification by Ctdna in Colon Cancer
stage 3).

Post-surgery ctDNA-positive patients are at a higher risk of experiencing a
recurrence than ctDNA-negative patients.

36 months risk of recurrence:

» PROVENCS3 is an observational study within the Prospective Dutch Colorectal Time to recurrence (36 months, 210 patients)

Cancer Cohort (PLCRC, https://plcrc.nl/for-international-visitors). 1.00 w

» 26 Participating hospitals in PROVENC3. 0.751
» 210 patients included (Dec2016-Oct2021): Stage Ill, ACT treated, post-surgery
blood available.

-t
o
o

~
al

an
o

0.50-

Probability

N
a

0.25-

Percentage of patients (%)

Cured by surgery Recurrence
< > > ACT 0.00] HR:6.6;[95% Cl: 6.6-10.8]; P<10° 0 °
ACT untreated IR .o R N
Months _ _
~N & & é Patients at risk n=182 n=28
— 1111111 ] R i ul A WAL 1= e
W +[]- e = CtDNA-positive 28 14 [ Disease free M Recurrence
CRC coHORT I Jo oo |
. K ]
Blood FFPE Blood Post Follow Up |'>
ACT treated —_ w - Pre-surgery tumor surgery (After ACT and every 6 Recurrence
> > > > block months up to 3 years)

Benefit of ACT: Recurrence
NO recurrence

Cured by surgery

» Post-surgery circulating tumor DNA (ctDNA) detection indicates presence of
minimal residual disease.

Goal of the study

Investigate the prognostic value of post-surgery

ctDNA detection for disease recurrence in ACT
treated stage Ill colon cancer patients

» One post-surgery blood sample is collected from day 3-65 after surgery (Median: 10

days, IQR: 14 days), before ACT.
» All biosamples are sent to a central laboratory (The Netherlands Cancer Institute).
» Clinical data is collected in the Netherlands Cancer Registry by IKNL.

Baseline clinicopathological characteristics

Results for 210 patients with post-surgery ctDNA analyzed and clinical follow up (FU)
information available. Median FU: 40 months, IQR: 29-48 months.

Post-surgery ctDNA status improves risk stratification in stage I|ll colon cancer
patients compared to other clinicopathological risk factors:
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* () Analysis of an external contrived reference control sample demonstrated reproducible results across 24 independent runs evaluated for the PROVENCS3 clinical study (CV = 7.2%)
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