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(T3-4 ou T2 du bas rectum)

TME
CRT ijj
£ (chimioradiothérapie) } £ (Total Mesorectal }

Excision)

i) Traitement standard des cancers du rectum

RC= 15%
LR < 5% (Réponse M+
(Récidives locales) pathologique =30-40 %
complete)
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i) Introduire une chimiothérapie efficace plus tot ?

Objectifs
1.Résecabilité RO pour les tumeurs avec CRM < 1mm
2.Diminuer le risque métastatique
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f) Introduire une chimiothérapie efficace plus tot ?

Diagnostic

Objectifs

1.Résécabilité RO pour les tumeurs avec CRM < 1mm
2.Diminuer le risque métastatique

:j> RT
5 semaines

—

8 semaine}@”ﬂ
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5 a 6 mois...

>
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Essai PRODIGE 23

Bras Contréle Radiochimio

mFOLFOX6, 12 cycles
—
cT3-T4
NO ou N+
Evalué par IRM 0
OMS 0-1 mFOLFOX®6,
6 cycles
é -
mFOLFIRINOX** 4 cycles (3 mois)
6 cycles, 3 mois
**mFOLFIRINOX: a 11, oxaliplatine 85 mg/m? leucovorine 400 mg/m?, Irinotécan 180 mg/m?;
Fluorouracile IV en continu 2,4 g/m? sur 46 heures (pas de bolus)
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Essai PRODIGE 23

Tumeur TNT CRT
n=231 n=230

Distance
de la marge anale
<5cm 37,7% 36,1%
5,1-10cm 49,3% 51,3%
10,1-15cm 13,0% 12,6%
Stade mrT
T2/T3 1.3%/80.9% 0.9%/83.6%
T4 17,8% 15,6%
Stade cN
N+ 89,1% 90,0%
Marge latérale
prévue
<1mm 26,0% 27,7%

Radiothérapie - Quoi de neuf ? (2021)

0,92

0,70

0,52

0,70
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Essai PRODIGE 23

Métastatique avant chirurgie 2 (1%) 10 (4,7%) 0,03
CHIRURGIE : n=213 n=218 p
Intervalle pré-op ARCC —> chir 7,9 semaines 7,9 semaines NS
Chirurgie non thérapeutique 0 (0%) 8(3,7%)* 0,007
DMS (Min-Max) 11 jours (3-78) 12 jours (2-99) NS
morbidité 29,3% 31,2% NS
mortalité 0 6 (2,8%) 0,52
ANAPATH : TNT CRT p
ypTONO 27,8 12,1 <0,001
GRADE 1 Dworak modifié 47,6 31,8 0,003
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1001
g 751 g S—
E
5
@ 501 Stratified hazard ratio, 0.69 (95% Cl 0.49-0.97)
&= P=0.034
3 No. of events, 136
Leh]
5 25-
Total neoadjuvant therapy
Chemoradiotherapy
0 T T T L L) T L) L] L] T
0 6 12 18 24 30 36 42 48 54 60
Time (months)
Number at risk
Total neoadjuvant therapy 231 217 210 194 176 150 126 104 80 62 51
Chemoradiotherapy 230 201 188 177 167 146 117 91 65 55 40

Essai PRODIGE 23

Disease-Free Survival

Radiothérapie - Quoi de neuf ? (2021)

3-yrs DFS rate

* 75.7% [95%Cl: 69.4-80.8]
with mFolfirinox + CRT

* 68.5% [95%Cl: 61.9-74.2]
with CRT
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Essai PRODIGE 23

Metastasis-free Survival

3yr-MFS:
1001 » 78.8% [95%Cl: 72.7-83.7]
with mFolfirinox +CRT

£ 15 —— * 71.7% [95%Cl: 65.3-77.2]
g with CRT
3
3 . ified h io, 0. % C10.44-0.
% 50 gt:gta l‘le;j azard ratio, 0.64 (95% Cl 0.44-0.93) Notes:
2 No. of events, 119 * 54.2% of the patients with
§ 25 relapse were alive at time of the
z .

Total neoadjuvant therapy ang lYS'S .

Chemoradiotherapy * No difference in local relapse

0 ‘ ' ' ' : . : ' : ' rates : 4.8% vs 7%
0 6 12 18 24 30 36 42 48 54 60
Time (months)
Number at risk

Total necadjuvant therapy 231 218 212 200 184 156 131 109 8 65 52
Chemoradiotherapy 230 202 191 178 170 153 123 9% 70 60 43
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Essai RAPIDO

Weeks (from start treatment)

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 MRI Wlth h|9h riSk features
* T4 a/b rectal cancer
3 : * N2
11-18 days Chemotherapy (18 weeks) 2-4 weeks EXtramuraI Vascural invaSion
Mesorectal fascia +

Experimental arm

I — CAPOX 6x / FOLFOX 9x

1 5 10 15 20 25 26-40
« Enlarged lateral lymph nodes
§ CAPOX (8x)

5 % weeks 8 weeks =2 wks 6-8 weeks Chemotherapy

(24 weeks, optional)

Fig. 1. Study protocol treatment for the experimental arm and standard arm per week.

610 weeks Van der Walk et al, 2020
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920 randomization

Consort

452 standard 468 experimental

Ineligible/IC withdrawn (n=2) Ineligible/IC withdrawn (n=6)
+ 1 2" primary tumor L ~m * 12" primary tumor
T L * 3 IC withdrawn
450 eligible (100%) 462 eligible (100%) * 1 no rectal cancer o
Other treatment plan (n=9) * 1 M1, known before randomization
* 2 5x5 Gy only: M1
» 2 5x5 Gy only: personal event 912 baseline + efficacy analyses »| Other treatment plan (n=2)
* 1 larger radiation field: M1 - - * 1 5x5 Gy only: personal event
* 1 switch: physician mistake v * 1 switch: physician mistake
. itch: pati b
. % m'mh Patiant i 441 started treatment (98.0%) 460 started treatment (99.6%)
No surgery with curative intent < 6
No surgery with curative intent < 6 901 safety analyses months (n=34)
:'"';'Zth: g"?‘”] « 1 died before surgery
ied betore surgery * 4 no surgery at all, PD
c 3 :‘Ig Sl_‘trﬁjr)' at all, PD e ,| * 2 ot fit, surgery> 6-9 months
. withdrawn
* 1 lost to FUP
g ?1r$;s;ds£::t:§:][cCR] « 5 patient refused (no cCR)
‘ * 15 W&W strategy (cCR
* 4 known PD, surgery > 6-9 months @ (cCR)

* 1 WBW strategy (cCR and M1)
* 13 preoperative M1 disease and surgery

No resection (n=2)
+ 2 open-closed for advanced disease

No adjuvant chemotherapy (n=209)
* 158 no hospital policy

* 12 not fit for chemotherapy

* 5 refused

* 7 pre-op toxicity

* 4 M1 post-operatively
* 6 ypTONO

* 17 ypT+NO

400 surgery (88.9%)

398 pathology (88.4%)

187 adj chemotherapy

826 surgical analyses
821 pathology analyses

426 surgery (92.2%)

423 pathology (91.6%)

+ 2 known PD, surgery after 6-9 months
* 4 preoperative M1 disease and surgery

Mo resection (n=3)
.3 open-closed for advanced disease




Disease-related Treatment Failure

10 HR 0.75 [95% CI: 0.60-0.96]
p=0.019

08

0,6

04 5 Standard

Cumulative probability

62 Experimental

0,0

No. at Risk Years since randomization
Standard 450 385 334 300 152 127

Experimental 462 410 367 338 168 135



Distant metastases

10 HR 0.69 [95% Cl: 0.54-0.90]

p=0.005

0,8
2
e}
S 06
(o]
s
[
=
©
S 04
£ : Standard
3 26.8%

50, 0% Experimental

0,0

0 . 1 . 2 ‘ 3 ‘ 4 . 5
No. at Risk Years since randomization
Standard 450 390 343 311 156 130

Experimental 462 414 372 348 178 144



Overall Survival

Cumulative probability

No. at Risk
Standard

Experimental

0,6

0,4

0,2

e——

—— 89.1%

: Experimental
88.8%
: Standard

HR 0.92 [95% Cl: 0.67-1.25]

0,0

450
462

p=0.59
i 1 . - ’ 3
Years since randomization
438 418 391
442 421 402

204
205

163
159
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T3-4, NO-2
pCR: de 12 a 27 %

3y-DFS: de 68.5 a 75.7 %
3y-MFS: 71.7 & 78.8 %

Pas encore de donnees de
survie globale
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CT

(chimiothérapie d'induction ou
de consolidation)
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RC ”30%

(Réponse pathologique
compléte)
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LR < 5% RC /30%
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TNT

Traitement Néoadjuvant Total

Traitement standard des cancers du rectum

(T3-4 ou T2 du bas rectum)

CT

(chimiothérapie d’induction ou TME
de consolidation) + (Total Mesorectal
EXxcision
CRT )

(chimio La chirurgie radicale n‘est pas
nécessaire pour un tiers des _
patients ... |

Vf-’% s—-—_iorbidite
4 ay 7
Saut AR = Mortalite
(RéIZ!c:{Iiv:s IoaI(;s) 2T”/0 g~ il Incontinence fécale
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f) Conclusion/questions

> Bénéfice clair de la chimiothérapie néoadjuvante dans les 2 essais

> Folfirinox ou Folfox ?

Pour quelles tumeurs ? Seulement les T4, ou N2, or EMVI ? Ou pour tout T3-4 avec indication
habituelle de radiothérapie ? Ou N+

> Radiothérapie courte ou longue ?

> QueIIe est la séquence optimale ? Chimiothérapie dinduction suivie de RT ou RT suivie de chimio de consolidation ?

> Presque 30 % de stérilisation compléete dans les 2 essais, a-t-on besoin de chirurgie pour ces patients ?
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