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Plan

• Introduction
• Better stratification of patients: biomarkers to guide adjuvant 

chemotherapy decision and confer prognostic information
• Which drugs to use in the adjuvant setting
• Duration of adjuvant chemotherapy



Current treatment recommendations

• Stage I: no adjuvant treatment
• Low-risk stage II: observation or           

5-FU/LV or capecitabine
• High-risk stage II: observation or 

FOLFOX or CAPEOX or 5-FU/LV or 
capecitabine 
• Low-risk stage III: CAPEOX or FOLFOX 

(or 5-FU/LV or capecitabine) 
• High-risk stage III: CAPEOX or FOLFOX 

(or 5-FU/LV or capecitabine) 



Risk factors

• Extramural vascular invasion, lymphatic invasion, perineural invasion
• Grade 3
• T4 stage/perforation
• Obstructive tumors
• Mucinous tumors
• <12 lymph nodes harvested
• Tumor budding (foci of isoloated tumor cells at the invasive front): 

newly implemented factor
• (absence of MSI)



Biomarkers in early colon cancer
In which patients should I give adjuvant chemotherapy in stage II disease?







Predictive value? Role in the adjuvant setting?

Guinney, Nat Med 2015



MSI-high (MMR-deficiency)

• Avoid chemotherapy with 5-FU in stage II colon cancer (no benefit, good 
prognosis)
• Stage III ?, oxaliplatin-based chemotherapy ?

àA further step towards
personalized cancer care!



Immunoscore

Galon et al., ASCO 2016







Genomic profiling

• Oncotype Dx
• Coloprint
• ColDX
• Colo Guide EX
• Onco Defender-CRC

Not available in the clinical practice, 
need validation..



Other biomarkers in the tumor

• BRAF V600E: independent prognostic factor in early stage colon 
cancer
• KRAS mutations: bad prognosis in stage III colon cancer (II ?)
• PI3K mutation: predictive of benefit from aspirin







Prognostic biomarkers in the blood,
not used in clinical practice

• CTCs preoperatively (association with OS, DFS) > postoperatively
• ct-DNA (IDEA trial): bad prognosis (mainly in the advanced setting)
• miRNAs: miR-21 associated with shorter DFS, miR-320e associated 

with recurrence, other .. (miR-20a-5p, miR103a-3p, miR-106a-5p..)

Boussios et al, J of Person Med 2019







Which drugs to use in the 
adjuvant setting









Stage II colon cancer









Biological differences between micro-
and macro-metastatic disease



Duration of adjuvant treatment
Stage III







IDEA trial (International Duration Evaluation 
of Adjuvant Chemotherapy)







3 y.-DFS











Duration of adjuvant treatment
Stage II



IDEA in stage II colon cancer

• Prospective pooled analysis of 4 R trials investigating the duration of 
adjuvant treatment in patients with high-risk stage II disease

• N=3272 (1254 FOLFOX, 2019 CAPEOX)
• mF.U. 60.2 months: 5y-DFS 80.7% (3 m. treatment) v. 84% (6 m. treatment)
• Overall population HR=1.18 (3 v. 6 months)
CAPEOX HR=1.02, FOLFOX HR=1.42
• 3 months of CAPEOX are non inferior to 6 months, especially in the lower-

risk group
• 3 months of FOLFOX are inferior to 6 months

Iveson, ASCO 2019



Souglakos, ESMO 2019



Souglakos, ESMO 2019

High-risk feautures



DFS at 3 and 5 years

Souglakos, ESMO 2019



DFS according to regimen

Souglakos, ESMO 2019



Exploratory analysis of 3 y-DFS according to stage & regimen

Souglakos, ESMO 2019



ACHIEVE-2 > japanese trial of stage 2, high-
risk colon within IDEA 

• No interaction observed between regimen and duration (but low 
number with FOLFOX)

• For patients with T4 tumors, 3 months à worse outcome
• For patients with T3 tumors, similar results
• Significant reduction of neuropathy with 3 months

Yoshino, ESMO 2019



22 studies, N=43.671
omit stage II (factor of heterogeneity) 
Monotherapy: 6 m. > 3 m.
Combination: equivalent



Timing of adjuvant chemotherapy

• Classically within 6-8 
weeks post-surgery

• Meta-analysis to assess 
the effect of delay on 
survival (OS) 

Petrelli et al., Cancers 2019



Conclusions

• In high risk stage II colon cancer there is some evidence for adjuvant 
chemotherapy
• Benefit from chemotherapy in stage II is limited in a small and 

undefined group (unknown if it is the group with poor prognostic 
factors) à need for predictive biomarkers
• Biological collections from randomized controlled trials have 

dramatically improved our knowledge on early colon cancer, but no 
valid test/biomarker in clinical practice yet
• When CAPEOX used in the adjuvant setting, it can be given for 3 

months instead of 6 months (especially in low-risk stage III disease)



future



Thank you very much for your attention.


