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Local recurrence
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Clinical evidence




“ Modality | pCR__

Chau et al. 2006 MRI high-risk XELOX Induction 24%
Fernandez- 2010 108 T3-4 N+ Il Random XELOX Induction 14%
Martos et al. QTRT 14%
Chua et al. 2010 105 MRI high-risk |l XELOX Induction 20%
Nogué et al. 2011 47  MRI high-risk Il XELOX + Bev Induction 36%
Marechal etal. 2011 57 T2-4 N+ Il Random FOLFOX Induction 25%
QTRT 28%

Garcia-Aguilar 2015 292 T3-4 N+ Il FOLFOX Consolidation  38%*
et al. QTRT 18%*
Perez et al. 2017 39 T3-4 N+ I FOLFOX Induction 33%
Cercek et al. 2018 628 13-4 N+ Retrospectivo FOLFOX Induction 18%
QTRT 17%

Fokas et al. 2019 311 T3-4 N+ Il Random FOLFOX Induction 17%
FOLFOX Consolidation 25%*

Masi et al. 2019 49 T3-4 N+ I FOLFOXIRI + Bev Induction 36%



___Author | Year | N | Population | _Phase | __Regimen | _Modality

2006 MRI high-risk Induction
2010 T3-4 N+ Induction
2010 MRI high-risk Induction
2011 MRI high-risk Induction
2011 T2-4 N+ Induction
2015 T3-4 N+ Consolidation
2017 T3-4 N+ Induction
2018 T3-4 N+ Induction
2019 T3-4 N+ Induction

Consolidation
2019 T3-4 N+ Induction
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Comparative retrospective study

Variable CRT TNT p
< 55 years 40% 52% <0.01
cN+ /1% 86% <0.01

At < 8 weeks 52% 35% <0.01

TNT group: younger patients, higher tumor burden, late surgery
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Comparative retrospective study

Variable CRT TNT p
< 55 years 40% 52% <0.01
cN+ /1% 86% <0.01

At < 8 weeks 52% 35% <0.01

Multivariate analysis for association with CR:

TNT: OR: 2.06 (95% Cl 1.44 - 2.96)

Cercek A. JAMA Oncol 2018



Meta-analyses

Petrelli F et al. 2019 Zaborowski A et al. 2019

v’ 28 studies v’ 10 prospective studies
v' 10 comparative

v N: 648 TNT
v N: 2688 TNT versus 891 QTRT

/ oCR: 22.4% v'pCR: 21.8%
. . 0

v’ 5-year DFS: 65%
v' OR: 1.40,95% Cl 1.08-1.81

v’ 5-year OS: 75%

Petrelli F et al. Ann Surg 2019, Zaborowski A et al. Br J Surg 2019
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JAMA Oncology

Prognostic Potential of Circulating Tumor DNA Measurement
in Postoperative Surveillance of Nonmetastatic Colorectal

Cancer
Yuxuan Wang, MD, PhD; Lu Li, PhD; Joshua D. Cohen, MPhil; et al.

Analysis of Plasma Cell-Free DNA by Ultradeep Sequencing in
Patients With Stages I to lll Colorectal Cancer

Thomas Reinert, PhD; Tenna Vesterman Henriksen, MSc; Emil Christensen, PhD; et al.

Wang Y et al. JAMA Oncol 2019, Reinert T et al. JAMA Oncol 2019
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Recurrence-free survival and ctDNA status at 30t postoperative day
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Recurrence-free survival and ctDNA status after adjuvant chemotherapy
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Take-home message

* Neoadjuvant chemoradiotherapy remains as the standard neoadjuvant
approach of locally advanced rectal cancer

* Phase Ill studies addressing the relative benefit of TNT are eagerly awaited.
e Escalation of therapy for all patients will certainly not be the best choice.

* Molecular risk stratification might be incorporated in the therapeutic
management.

 The improvement of molecular techniques will help to identify the patients
eligible for escalation (TNT) or de-escalation of treatment (watch-and-wait).



