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Introduction PARIS DESCARTES

A Adénocarcinome du rectum:

A Incidence : 15.000 nouveaux cas par an

A 6.500 patients atteints doéoun cance
A Survie a5 ans : 55%

A Objectif : Chirurgie RO

Survie = 5% Survie = 90%

Métastases e
cancer limité

a la paroi

ganglionnaires ou
dans les organes

Survie= 50% Survie = 75%
Bossard et al, 2007
Van den Broek CBM et al., abstract 6000
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Introduction PARIS DESCARTES

Thésaurus National de Cancérologie Digestive®
Cancer du rectum
3.5.1.1. Chirurgie

La qualité de |'exérése chirurgicale est un facteur essentiel du pronostic du cancer du rectum.

5.5.2.5 Tumeurs avec métastase(s) synchrone(s) résécable(s) d’emblée
REFERENCES

Il n’existe pas de standard reconnu de facon unanime. Ce type de présentation clinique doit
toujours étre discuté en RCP.

N

Date de cette version :

www.tncd.org 01/07/2013




Introduction PARIS DESCARTES

Thésaurus National de Cancérologie Digestive®
Cancer du rectum

OPTIONS :
Plusieurs options stratégiques sont possibles :

e Traitement en un temps apres CRT néoadjuvante de la tumeur primutive et de la (ou des)

meétastase(s)

e Traitement séquentiel aprés CRT avec chirurgie premiére de la (ou des) métastase(s) puis chirurgie

de la tumeur primitve

5.5.2.6 Tumeurs avec métastase(s) synchrone(s) non résécable(s) d’emblée

Aucune étude prospective randomisée ne permet de guider les choix thérapeutiques.

Date de cette version :

www.tncd.org 01/07/2013
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Introduction PARIS DESCARTES
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Introduction PARIS DESCARTES
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Stratégie medico chirurgicale

Résection des M+ et du

—/: . - - -
A Kopetz et al, JCO, 2009. rimitif

Overall Survival (9%)

=

No vir resaction
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Undergoing Liver Ressction
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K rectum M+ resection du primitff*™=4e

* EIC
Essai de phase Il - Traitement de premiére ligne .
N= 296 patients inclus dans Iﬁessai.hﬁ;x(

72 % resection de la lésion primitive
N=273 (73%)

CCR M+ synchrone 28 % pas de résection de la Iésion primitive
Variables Resection group (n=156) Non-resection group (n = 60) p*
Male sex (%) 96 (62) 44 (73) 0.10
Treatment arm (%)
LVsSFU2* 74 (47) 31(52) 0.67
piSFU 43 (28) 13 (22)
Raltitrexed 39 (25) 16 (27)

Age® (in years)
Mean (+SD) 64 (+8.2) 62 (+10) 0.07"
<65 years (%) 69 (44) 33 (55 0.16
=65 years (%) 87 tSﬁl 27 (45)

Primary tumour (%)
Proximal colon® 52 (34) 10 (17) 0.001
Distal colon 81 (52) 20 (48)
Rectum 22 (14) 21 (35)

Ferrand et al, EJC, 2013



K rectum M+ resection du primitff™**"

Impact of primary tumour resection on survival of patients

with colorectal cancer and synchronous metastases treated

by chemotherapy: Results from the multicenter, randomised trial
Fédération Francophone de Cancérologie Digestive 9601

A : Overall survival

100% =
logrank - p . 0000
80% +
60%
40% +
20% T
0% | | | | I

0 3 12 18 24 30

At risk Months

Surgery — 156 133 99 62 25 12

Mo surgary— 60 41 23 12 6 2

B : Progression-free survival

100% +
80% +
60% T
40% T

20% T

0% I I I
0 6 12 18
At risk Months

Surgery —156 59 15 7
Mo surgery — gp 13

Ferrand et al, EJC, 2013



K rectum M+ resection du primitff™**"

Is primary tumour resection associated with survival

improvement in patients with colorectal cancer and

unresectable synchronous metastases? A pooled analysis
of individual data from four randomised trials

Characteristics of the four randomised trials.

Y, Yoy

FFCD 9601 FFCD-2000-03 ML 16087 ACCORD-I3
Acerual period 1997-2001 2002-2006 2003-2004 2006-2008
Line First-line First-line Firgt-line First:line
Phase I} il I Il
Number of patients 204 410 W6 14
Primary endpoint Progression free surival  Progression free survival - Overall response rate  Six months progression free
after second line survival
Treatment allocated by - LVSFUL (n="4) - LVSFU2 followed by - FOLFOX (n=1%0) - Bevacizumab+ FOLFIRI
randomization (number - LVSFUD with lowdose ~ FOLFOX af progress - XELOX (n=136)  (n=T})
of patients in this arm) LV (n=75) don then third-line - Bevacizumab + XELIRI
- Bolus SFU (n=T3) FOLFIRI (n=203) (n="7)
- Raltitrexed (n=T2) - FOLFOX followed by
FOLFIRI at progres-
sion (n=203)
More than one metastatic 39 T 5% 51%
sites
At least one unresectable  35% 41% 2% W%
sies'
‘ Subsequent surgery 4% had surgery V% curative intent No data avalable ~ 14% curative intent resection
resprtion

.+ <
EIC
.l Patients with mCRC (n=1,155)
74 = FECD96OI 294
: . FFCD 200005 410
ACCORD 13 145
ML-16987 306
Ineligible
Metachronous metestases: 334 (29%)
FFCD 9601 84 (26%)
FFCD 2000-035 98 (26%
ACCORD 13 49 (45%)
ML-16987 103 (34%)
Unknown delay: 3 (0-3%)
Synchronous metastases but resection =6
months: 8 (0-7%)

Included

810 patients (70%)

No history of primary tumor resection

332 (41%)

History of primary tumor resection

478 (59%)

Faron et al, EJC, 2015




K rectum M+ resection du primit

Baseline Characteristics.

Mon-rescetion (n = 332) Resection (n= 47H) p'
Age (years) Mean (SD) 62 (10) o (9) (.04
Sex (%) 0.51
Male 211 (64) 293 (61)
Female 121 (36) 185 (39)
Weight (kg) Mean (SD) 70(14) 67 (14) 0.008
WHO PS5 (%) 0.20
0 131 (39) 2001 (42)
1 142 (43) 207 (43)
2 39 (18) 70 (15)
Primary tumour location (%) <0.00
Colon 229 (69) 411 [86)
Rectum 871(26) 62 (13)
Missing 16 (5) 50
Number of metastatic sites (%)’ 0.17
1 149 (45) 253 (53)
2 124 (37) 161 (34)
3 or more 59(18) od (13)
CEA (ng/mL) Median (IQR) 190 (39-805) o (16-476) <000
0-19 (%) 46 (14) 128 (27)
20-119 (%) 85(26) 112 (23)
120-599 (%) 84 (25) 109 (23)
=600 (%) aL(27) 95 (20)
Missing (%) 26 () (7}
AP (UI/L) Median (IQR) 206 (119-341) 171 (99-339) <(.001
Normal (%) 89(27) 180 (38)
1-3 ULN (%) 170 (51) 179 (37)
>3 ULN (%) 64 (19) 100 (21)
Missing (%) 9(3) 19 (4)
WBC (Giga/L) Median (IQR) 95(76-11.5) B (6.6-10.1) <0.001
<10 G/L (%) 135 (47) 237 (50)
=10G/L (%) 112 (34) 84 (18)
Missing (%) 65 (20) 157 (33)

B

PARIS DESCARTES

La résection du primitif

peut sodenvi

les cancers du rectum
M+

Facteurs pronostiques

ECOG PS

Nombre de sites M+
ACE

Ph Alcaline (>1.2N)

Tx de GB (>10G/mm3)

Faron et al, EJC, 2015



K rectum M+ resection du primitff™**"

Multivariate analysis of the predictors of overall survival and progression-free survival.

Variable Overall survival Progression-free survival
HR [95% CT] P HR [95% CT] P
Resection of the primary <0.001 <0.001
No | |
Yes 0.53 [0.35-0.80] 0.82 [0.70-0.95]
Interactions
Resection * CEA (ng/ml) <002 t
No resection * CEA 0-19 1
Resection * CEA 20-119 1.04 [0.61-1.65]
Resection * CEA 120-599 1.38 [0.83-2.30]
Resection * CEA = 600 1.90 [1.13-3.17]
Resection * Primary tumour location <001 i
No resection * Colon 1
Resection * Rectum 0.57 [0.36-0.89]
Primary tumour location 0.10 0.03
Colon 1 1
Rectum 1.29 [0.98-1.69] 1.22 [1.01-1.47]
CEA (ng/mL) <002 0.10
0-19 | |
20-119 0.99 [0.65-1.48) 1.11 [0.89-1.39]
120-599 1.05 [0.69-1.59] 1.29 [1.02-1.63]
=600 0.80 [0.53-1.80] 1.13 [0.89-1.54]
AP <0001 0.002
Normal 1 1
-3 ULN 1.53 [1.25-1.86] 1.29 [1.08-1.54]
=3 ULN 1.94 [1.53-2.47] 1.46 [1.17-1.83]
WHO PS <0001 <0.001
0 | |
| 1.16 [0.97-1.39] 1.16 [0.99-1.36]
2 2.00 [1.58-2.54] 1.61 [1.28-2.02]
Number of metastatic sites <0.001 <0.001
| | |
2 1.38 [1.16-1.65] 1.35 [1.15-1.58]
3 or more 1.90 [1.51-2.40] 1.59 [1.29-1.97]
WBC (G/L) <0001 <0.001
<10 | 1
=10 1.51 [L23-1.87] 1.31 [1.10-1.56]

Faron et al, EJC, 2015
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3 - =+ Mo resaction
— Resection
3 * Mo resection median : 13.3 [95% C| 12.0-14.8]

Reseaction median : 18.2 [85% Cl1 18.2-20.4]

Pas de résection du
primitif si :

06
t

Survival probabiity

° P (log-rank test stratified on the trial) < 0.001 T T L A maladle agrESS|Ve
e A en progression
- T A SR A Chirurgie R2
Fig. 3. Kaplan Meier curves for overall survival according to primary tumour resection status in the overall population. enV|S ag ée

Number of: Qverall survival Progression-free survival R é S e Cti 0 n d eS M + et

death / progression or death / patient

y . .
Trial Resection No Resection HR HR [95% IC] HR HR [CI 95%] d u p rl I tl f
Learning set
FFCD 9601 13011431146 60/60/B0 = 047 [0.33-0.67] == 0.58 [0.41-0.82]
Sub-total 130/143/146 60/60/ED ﬂ: 0.47[0.33-0.87] ¢> 0.58 [0.41-0.62]
Validation set
FFCD 2000-05 138/1621168  123/136140 -EE|— 0.54[0.42-0.71] E} 0.70 [0.55-0.89]
ACCORD 13 24/50/59 24/33/37 0.59 [0.33-1.05] H 0.97 [0.62-1.51]
ML 16987 5B/96M05  T4/B9I95 -4 0.57[0.40-081] = 0.77 [0:57-1,03]
Sub-fotal 220/308/332  221/252/272 ]> 0.56 [0.46-0.68] ]> 0.76 [0.64-0.8]
‘ 0.72 [0.62-0.84]
Total 350/451/478  281/317/332 0 0.54 [0.45-0.64] v
| i
00 08 10 15 00 0.5 1.0 15

T T — Faron et al, EJC, 2015



K rectum M+ resection du primitffHeses

Ann Surg Oncol (2014) 21:3900-3908

DOL 10.1245/:10434-014-3805-4 E}TEEICALONCOMY
Records identified through ORIGINAL ARTICLE - COLORECTAL CANCER
database searching
b= je?f;m} A Meta-Analysis to Determine the Effect of Primary Tumor
1D 1Te o . .
Cochrane (11) Resection for Stage IV Colorectal Cancer with Unresectable
Embase (4.535)

Metastases on Patient Survival

Records after duplicates
removed

(n=6.514)
Avticles excluded by title & abstract
(n=06471). Reasons:
-Management of metastases (1.259)
~frrelevane (3.190)
-NWeo comparative data (22
Full-text articles
assessed for
eligibility
(nm=43) Full text articles excluded (n =22)

Reasons:
-Resection vs Palliative Surgerv (7))
-Merastectomy included (3)

-Svstematic Review (4)

Publications included in -No comparative data (8)

meta-analysis
(n=21)
n = 44226 patients

Clancy et al, Annals of surgical oncol, 2014



K rectum M+ resection du primitff**=+"

A Meta-Analyvsis to Determine the Effect of Primary Tumor
Resection for Stage IV Colorectal Cancer with Unresectable
Metastases on Patient Surviwval

Clancy et al, Annals of surgical oncol, 2014



