
New evidence and practice 

changing treatments in GI 

tumors 

Giuditta Chiloiro, MD, PhD

Fondazione Policlinico Universitario A. Gemelli 

IRCCS



•Total Neoadjuvant Treatment (TNT)

•RT dose escalation

•Organ preservation

•Immunotherapy (MSI-H)



•Total Neoadjuvant Treatment (TNT)

•RT dose escalation

•Organ preservation

•Immunotherapy (MSI-H)



Total Neoadjuvant Therapy

5x5 Gy + c-CT Standard CRT

i-CT + CRT Standard CRT

i-CT + CRT CRT + c-CT

RAPIDO

CAO/AIO/ARO-12

PRODIGE-23

5x5 Gy + c-CT Standard CRTPolish-II

5x5 Gy + c-CT Standard CRTSTELLAR

i-CT + CRT CRT + c-CTOPRA

6 mFOLFIRINOX CTRT
5FU/Cape +/-Oxa

3 months

5 XELOX/8 

FOLFOX 
CTRT

CTRT
5 XELOX/8 

FOLFOX 

5 X 5
6 XELOX/9 

FOLFOX 

5 X 5 2 XELOX4 XELOX

3 FOLFOX 
CTRT (Oxa 

PVI)

CTRT (Oxa 

PVI) 3 FOLFOX 

5 X 5 3 FOLFOX 



Total Neoadjuvant Therapy

5x5 Gy + c-CT Standard CRT

i-CT + CRT Standard CRT

i-CT + CRT CRT + c-CT

RAPIDO

CAO/AIO/ARO-12

PRODIGE-23

5x5 Gy + c-CT Standard CRTPolish-II

5x5 Gy + c-CT Standard CRTSTELLAR

i-CT + CRT CRT + c-CTOPRA

TNT Outcomes

• pCR → improved

• Local recurrence → worst RAPIDO

• Distant metastases → improved

• Disease free survival → improved

• Overall Survival → 2024 news



PRODIGE-23 trial
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Disease free survival

Conroy, Ann Oncol 2024

+5%

Overall survival

+ 5.8% 

Survival benefit

95% CI 0.05-11.41 months

P = 0.048 

95% CI 0.35-8.38 months

P = 0.033 

PRODIGE 23:

7-years follow up results



Total Neoadjuvant Therapy- to discuss:

- Induction versus consolidation

- High risk factors definition

- Standard Rt dose: 50.4 Gy
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Burbach, Rad Onc 2014

RT dose ≥ 60 Gy→ ↑ pCR

• Non-operative management

• No clear impact on long term

oncological outcomes

• Toxicity is STILL an issue





Phase III OPERA trial 

Inclusion criteria:

• cT2-T3a/b

• diam <5cm

• N0-1 

• <10 cm AV 

Primary end-point: 

• 3-yrs Organ Preservation

Gèrard, Lanc Gastreterol 2023

July 2015 - June 2020

148 patients

randomised

(141 evaluable)

(Arm A 69 – Arm B 72)



Organ preservation: updated results



Phase III OPERA trial 



Primary end point



Secondary end points
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OPRA trial



Verheji, J Clin Onc 2024

OPRA trial

Median FUP 51 mo

Primary end point: DFS



Secondary end point: TME-FS

Regrowth: 

Overall 36%: 44 InCT vs 29% CnCT

99% Regrowth within 2 years

Verheji, J Clin Onc 2024



21.4%

37.5%

41%
76,5%

23,5%

Thompson, JAMA Netw Open 2024



Primary end point: 3 year OP

77%

40%

5 year TME free survival rate1

Thompson, JAMA Netw Open 2024

0%



Distant Metastases free survivalDisease free survival 

















Best Clinical Paper



GRECCAR2 limitations:

» Failed to improve
functional outcomes

» 20% M rates in both arms

ESTRO 2024
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ESTRO 2024
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Rectal cancer 3-5%

Colon 15%





Study design

ESMO 2024

3 years FUP

Ludford, J Clin Onc 2023

pCR 65%



ESMO 2024



ESMO 2024





Dostarlimab for dMMR LARC: phase II trial 

Cerceck, NEJM 2022

Study Design

cCR 100%



Dostarlimab phase II trial: updated results

Cercek, ASCO Ann Meet 2024

100% cCR

42 patients who

completed Dostarlimab

Median Follow up (mo): 17.9 (o.3 – 50.5)

Duration of response



Dostarlimab phase II trial: updated results

22 pts sustained cCR

Median Follow up cCR12-mo (mo):

26.3 (12.4 – 50.5)

Sustained cCR response

Duration of response

Cercek, ASCO Ann Meet 2024



Time to cCR response

Cercek, ASCO Ann Meet 2024



•Total Neoadjuvant Treatment (TNT):

•Improve OS (Prodige-23 trial)

•RT dose escalation:

• confirm the improvemet of OP (CXT)

• best results T<3cm

•Organ preservation:
•TNT to improve OP

•Similar survival outcomes Ind-Con CT

•OP > Con CT

•OP no detrimental on survival outcomes

•ctDNA: high risk feature of distant recurrences

•Immunotherapy (MSI-H):
•Long term results



giuditta.chiloiro@policlinicogemelli.it
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