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Background and Research Question
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Localised Colorectal Cancer
Objectives « REVISE: Persistent ctDNA-positive patients escalated to
FOLFOXIRI vs XELOX (ongoing)
* To evaluate whether ctDNA guidance affects survival « CINTS-R: ctDNA-guided TNT vs standard CRT in rectal cancer
outcomes (RFS, DFS, PFS, OS) (ongoing)
* Toassess differences in outcomes by cancer type and « OPTIMISE: Post-metastasectomy stratification by ctDNA status
stage (e.g., early-stage vs. metastatic) (interim feasibility only)

417 papers on
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CHRONOS (Nat Med 2022): ctDNA-selected anti-EGFR rechallenge
Inclusion: Trials + ORR 30%, DCR 63%; Improved PFS/OS compared with historical
using ctDNA controls.

prospectively to GOZILA (Nat Med 2025): Nationwide registry

guide escalation, + 0S: 18.6 vs 9.9 months (HR 0.54)

de-escalation, or + PFS: 4.7 vs 2.8 months (HR 0.65)

adaptive therapy. + High response in ERBB2+ and MSI-high tumours
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papers based on
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Cancer types:

i Non-Colorectal Solid Tumours
1 paper not (early/metastatlc),
Seceible NSCLC, breast. Lung (NSCLC):

Endpoints: RFS, APPLE: Early switch to osimertinib based on ctDNA T790M — higher
rryv— DFS, PFS, OS. PFS rate, OS trend
included in this + Dong et al., JAMA Oncol 2024: TKI breaks in ctDNA-/CEA-negative
review — median PFS 18.4 mo; 96% retreatment response.
* CTONG 2201, MRD-adjuvant osimertinib: protocols; survival
Post- ; outcomes pending.
metastasectomy Metastatic CRC No:frsgr?hd Breast (PADA-1):
She ctDNA-triggered switch from Al to fulvestrant under trial; results pending.

Early-stage CRC

Figure 2: selection and categorization of included studies
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