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Endpoints

Primary « 2-year RFS in ctDNA-positive patients

Background

« Post-surgical circulating tumor DNA (ctDNA) testing can detect 1. Diagnosing molecular residual disease after surgery
molecular residual disease (MRD) [1,2]. with curative intent

« Post-surgical and post-adjuvant chemotherapy (ACT) ctDNA . g : .
detection is associated with worse recurrence-free survival 2. Establishing the efficacy of a ctDNA-based tailored

Secondary 2-year RFS in ctDNA-negative patients

3- and 5-years OS

(RFS) in stage I-ll colorectal cancer (CRC) patients. [2-6] adjuvant strategy compared to one-size-fits-all g:‘gg’oicg r::)erﬁg“[m A clerarance) rate
« CtDNA is a prognostic biomarker with predictive potential of ACT cohventional adjuvant chemotherapy n molecularly Assesment of FACT-C and EQ-5D-5L

efficacy and disease recurrence in CRC. [4-7] defined colon cancer patients

* Prospective studies and trials assess ctDNA for guiding , . , _ Exploratory « New biomarkers in ctDNA+ vs ctDNA-
treatment decisions in stage II-11l colon cancer patients [8-11]. * Curbing the risk of relapse and improving
« Ongoing randomized clinical trials are adjusting ACT intensity survival in ctDNA-positive patients

based on MRD status [12,13]. : . . : : : v
. Unfortunately, intensified ACT is curative in only a proportion of Reducing toxicity and improving quality of life in

MRD-positive cases [9]. ctDNA-negative patients

* New personalized treatment strategies are needed to increase
adjuvant efficacy in molecularly defined colon cancer patient

Sample size

Assumptions « Combined HR=0.63 in overall Trial-1
s Expected HR=0.80 in Strata-1

Subgroups. STRATA 1 X Expected HR=0.50 in Strata-2
APOX / FOLFOX : -
STRATA 2 B 6-%ontl'(12 (o/r ur% tog:ity) I ‘ FOLLOW-UP « 80% pOwEer, 2-sided alpha=0-05
(1 TAILORED Sample size 156 events are required
— TREATMENT — " . .
MRD-negative 3-months » 200 ctDNA-positive patients randomized
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| / — ’JT _ 6-months
m 8 e Longer recurrence-free survival e TAILORED
surgery R 45  No benefit from adjuvant therapy EG_ — ‘ CHEMOTHERAPY
6-months " ] EgE [ ] [ |
Key Eligibility Criteria
| PHYSICIAN CHOICE Data/Biospecimen collection
o-monins <. Questionnaires VEMRLENE M « Histologically confirmed diagnosis of stage
MRD-positive (o ‘9_ =| I Feaith cont evaluation criteria lll or high-risk stage Il colon cancer
'‘Born-to-Be-Bad' tumors
- @ / « Patients with early cancer dissemination ®  Translational liquid biopsy Avallablllty of primary tumor FFPE block
m/ |, | |t INTENSIVE e plasma
(micrometastases) ‘., liquid biopsy — FOLLO\GIV;“%E;{SCAPE 4 e PBMCs ° ECOG perfOrmanCG StatUS 0'1
3 ./ =
e Shorter recurrence-free survival ! " * Normal organ functions
surgery " ) - :
e Adjuvant therapy required : Z:g:i_:::::e \/ Primary tumor FFPE
o — , , , | A in MSS stage lll High-Risk ' « Buccal swab (mandatory) ViR =Gl ey« History of another neoplastic disease
Post-surgery liquid biopsy detects Minimal Residual Disease (MRD) in colon cancer patients,  DNA-Dosit oh to Trial (1 . e Stool samples (not mandatory) iter; | . . 5
distinguishing two tumors subtypes with different clinical features. ® ifc positive, switch to Trial (1) 2-months 4-months criteria (Un eSS 1IN remission > years)
« Evidence of metastatic disease
. « Macroscopic or microscopic evidence of
S t U dy D eS| gn ) MSl status MSS/MMR G TAILORED residual tumor (R1 or R2 resection)
P BIOMARKERS TREATMENT CHEMOTHERAPY ) i .

_ _ — _ — e « Acute or subacute intestinal occlusion
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uv NI I IgN-ri RAS/RAF mut o ot
J get . . 9 gn- 3) RAS/RAF status s MSS POLE mut nivolumab-+ipiimumab ~ CAPOX Pre-existing neuropathy > grade 1
stage Il colon cancer patients, using a tissue-based personalized — RAS/RAF wt STRATAZ o oot o P~
treatment approaCh. 4) HER? status . amp rastuzuma +;.)er uzuma
Patients are stratified based on post-surgery ctDNA status and SES LIRS VAT | IO Fone S TED | 70 Al
molecular biomarkers identified in tumor tissue specimens and ;
: : . P _ . The SAGITTARIUS trial design schema (upper panel), and the molecular biomarker-based stratification factors with hierarchical Oth er E’ ’ 'bedded A nalySIS
then rando_rruzed e_lccordlngly |_n two embedded R(_:TS' Tr_|al-1 for biomarker priorities consort (lower panel, left) and tailored treatment and chemotherapy associated per each tumor genetic
ctDNA-positive patients, and Trial-2 for ctDNA-negative patients. subtype (lowe panel, right). g
2l Health Evaluating the cost-effectiveness of
0
Me thOdS Study Sites /&3l Economics SAGITTARIUS approach
\07 eIEIVA ANi- B Assessing the impact on health-related quality
MRD status is determined using the tumor-informed, personalized —— SPAIN -, of life for people with colon cancer
ctDNA test (Signatera™, Natera, Inc.). Vs aiebron Hospial (At | . o |
! (Sig . . . — Hospital Sart Pau (Barcaona) ol OMICs Understanding the biological process behind
Tumor tissue comprehensive genomic profiling (TruSight instiuto Catalan de Qncologia (Barcelona). < abadell (Barcelona) iy disease relapse
Oncology Comprehensive EU, lllumina, Inc.) is used to determine Hospital Clinico Universitario San Carlos (Madrid) P

Hospital Universitario Marqués de Valdecilla (Santander)

Comple,o Hospitalario de Navarra (Navarraé _
Hospital Clinico Universitario de Santiago (Santiago de Compostela)

molecular biomarkers as microsatellite status (MSI), tumor

mutational burden (TMB), gene mutations (mut) and amplification INCEIA It e it gaen Santea o8] encia)

(amp). Hosptal Goneral Unveratag de Velencia [Valencia) References
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