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32 yo , LAR Dec 9, 2024
cT3 N1 M1 (liver), pre-ttt sigmoidostomy, liver surgery, SCRT

ypT0 N0 TRG 1/5
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36 yo , LAR Oct 7, 2024
cT3 N1 M1 (lung), lung surgery x 2, long-course CRT

ypT3 ypN2b (15/33), L1 V1 Pn1 R1, TRG 4/5

Both of them sporadic
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Treatment algorithm

Do we need to adapt protocols ?
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QoL: family, work, long life expectancy

Function: best possible functional outcome → highest potential for recovery ?

↓ Toxicity → higher treatment toxicity justified ?

…

LARS

Urinary 
dysfunction

Sexual 
dysfunction

Stoma

Radiation 
proctitis

Postop 
complication

Chemo side 
effects

What matters ?
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Risks in the young… :

Hendren Ann Surg 2005
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Risk of permanent amenorrhea LARS
LARS

Major LARS

Side effects neoadjuvant ttt
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EOCRC – specific considerations

1. 75% colon cancer, 25% rectal cancer

2. 71% present with stage III or IV

3. 67% saw at least two physicians prior to diagnosis

4. 41% waited at least 6 months after experiencing symptoms
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National Cancer registry 2008-2019
EOCRC vs. LOCRC
Symptoms, Survival

Symptoms

Rise awareness !
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Workup

+ adapted screening guidelines
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Outcomes by stage
2008-2019
Clinicopathologic characteristics
5’700 patients

entire cohort curative intent

❑ Inferior survival (stage IV)

❑ ↑ symptoms (bleeding, pain)

❑ Advanced stages at diagnosis

❑ More aggressive disease characteristics
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How should we treat EOCRC ?

Cavestro Clin Gastroenterol Hepatol 2023

Same strategy as for LOCRC
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Same treatment ?

Kneuertz JAMA Surg 2015

NCDB

13’000 EOCRC
National cancer database
compared to 65-75 yo
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Colon cancer – adjuvant chemotherapy use
EOCC LOCC
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unadjusted

p<0.001
Upper curves: systemic chemotherapy
Lower curves: no systemic chemotherapy

Consider more advanced stages !!

Colon cancer – adjuvant chemotherapy use

adjusted

NS

No survival benefit !
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all

high-risk
features

High risk features:
- LVI
- PNI
- MSIBenefit in stage IIa with high-risk features ?

T3N0

IPTW

12.7% received adjuvant chemotherapy
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Recurrence

Nors Lancet Regional Health 2024

UICC stages I-III CRC
> 25’000 patients
5.6% EOCRC
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UICC stages I-III CRC
> 25’000 patients
5.6% EOCRC

Recurrence

Recurrence risk decreased in recent years



De-escalation strategies
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• IDEA (adjuvant)

• FOxTROT (reports initially reported as negative in ASCO 
2019 + 2020)

• NICHE II

MSS

MSI
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Choice of treatment has to be balanced against the substantial risk of increased toxicity (persistent neurotoxicity)

Stage III colon cancer

✓ CAPOX: 3 months of 

therapy as effective as 6 

months

But: high-risk (T4 / N2)

→ Higher rate of DFS in the 6 

months group for FOLFOX

Consider 3 months of adjuvant ttt



45 yo F

cT4 situation
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Scenario 1
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CT-predicted T3 or T4

Primary endpoints:

- Freedom from recurrence

- Pathological down-staging

MSS
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Freedom from recurrence

Pathological down-staging
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✓ 6-weeks NAC : safe

✓ Substantial tumor regression and 

downstaging

✓ Reduces likelihood of incomplete resection

↓ recurrence within 2 years (28%)

Consider preop chemo in MSS colon cancer
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✓ Radiological misclassification (low-risk tumors): 24% T3 N0 in FOxTROT

✓ High-risk operable colon cancer: 10 patients to treat to prevent 1 recurrence

✓ TRG after neoadjuvant chemotherapy: may help to tailor adjuvant chemotherapyBUT :



60 yo M

Bulky tumor situation

MSI
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Scenario 2
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Subgroup MSI patients

≈ 15% of all colon cancers

Less chemo-sensitive

• Adjuvant

• neoadjuvant (FOxTROT)

• neoadjuvant rectal (TNT)

Associated with LYNCH syndrome 

(rectal > colon)

MSI



NICHE II study ESMO 2022
Centre Hospitalier Universitaire Vaudois

www.chirurgieviscerale.ch

Non-metastatic, resectable, untreated 

colon ADK

Original cohort: 

30 dMMR vs. 30 pMMR

Major PR: 95% / pCR: 67% MSI
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➢ Beware of immune-related AE

➢ Lynch > sporadic dMMR

➢ Assessment of cCR in colon 

cancer

➢ Strictures !

cPR: 67%

MSI

MSI and colon cancer = jackpot
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Rectal cancer ?

Deng JCO 2019, Cai British Journal of Cancer 2024

OS

DFS

Improved TRG, but no survival benefit !
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?

Schrag NEJM 2023

PROSPECT TRIAL

Consider omitting radiotherapy



Early rectal cancer

Habr-Gama Ann Surg 2019

Extended CRT 

(54 Gy + 6 cycles)

5-year surgery-free survival

67 vs. 30% at 5 years

at 8-10 weeks

67% organ preservation !
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LARC : RAPIDO vs. PRODIGE 23

Papaccio Cancers 2021

modified

modified
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PRODIGE 23

Conroy Lancet Oncol 2021

ypT0N0 rate: 27.5% vs. 11.7%

HR 0.69

HR 0.64



Centre Hospitalier Universitaire Vaudois

www.chirurgieviscerale.ch

RAPIDO

Bahadoer Lancet Oncol 2021

ypT0N0 rate: 27.7% vs. 13.8%

HR 0.75

HR 0.69
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RAPIDO 5-year results

Dijkstra Ann Surg 2023

➢Median FU 5.4 years

➢ Increase of LOCOREGIONAL FAILURE : 

 7% => 10% (p=0.038)

Long delay in good responders : ↑ pCR

Long delay in bad responders : ↑ LR
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Induction vs. consolidation

Garcia Aguilar JCO 2022

✓ Assessing tumor biology

✓ High risk factors for distant recurrence (tumor regression, 

EMVI+, poor TRG)

✓ For low rectal cancers (maximal response!!)

Selective tool for de-escalation in 

aggressive tumors (distant mets!!)

INDUCTION

CONSOLIDATION

Selective tool for de-escalation in 

distal tumors (sphincter sparing…)
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MSI?

Prospective phase II

Dostarlimab

1x/3weeks for 6 months

MSI stage II or III

Then CRT + surgery

NEOADJUVANT

MSI in rectal cancer: 2nd jackpot situation
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✓  symptoms warrant high degree of suspicion

✓  better treatment tolerance in young patients but :

✓  beware of overtreatment

✓  consider de-escalation strategies

✓  treat like LOCRC

EOCRC
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Thank you !
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