CCCCCC

UNIVERSITE www.gastrocochin.com ) Erse
PARIS DESCARTES o) Loteroieu

SURVEILLANCE DES CANCERS
COLORECTAUX SUPERFICIELS OPERES:
QUELLE RYTHME SELON L’ESGE?

Bertrand BRIEAU — 28/01/2017
Bertrand.brieau@aphp.fr



Guideline M

Endoscopic submucosal dissection: European Society
of Gastrointestinal Endoscopy (ESGE) Guideline ©
ESGE

Authors Pedro Pimentel-Nunes', Mario Dinis-Ribeiro’, Thierry Ponchon?, Alessandro Repici®, Michael Vieth®, Antonella
De Ceglie®, Arnaldo Amato®, Frieder Berr’, Pradeep Bhandari®, Andrze] Bialek®, Massimo Conio'?, Jelle Haringsma'',
Cord Langner'?, Seren Meisner'”, Helmut Messmann'®, Mario Morino'5, Horst Neuhaus'5, Hubert Plessevaux'’,
Massimo Rugge'®, Brian P. Saunders'®, Michel Robaszkiewicz?’, Stefan Seewald”’', Sergey Kashin??, Jean-Marc
Dumonceau®, Cesare Hassan*’, Pierre H. Deprez'’

Institutions Institutions listed at end of article

Surveillance after curative endoscopic resection: colon

ESGE recommends endoscopic surveillance 3-6 months after the index
treatment. If this shows no recurrence, a follow-up total colonoscopy should
be done 1 year after that surveillance {strong recommendation, moderate
quality evidence).

After piecemeal resection or with presence of positive lateral margins without
indication for surgery, colonoscopy with biopsies at 3 months is recommen-
ded (low quality evidence).




Quand parler de cancer colorectal
superficiel?
»Lésion :
= colorectal
- adénocarcinome
= superficiel ?

>> limitée en profondeur a la 1°'¢ partie de la sous-
muqgueuse (sml)

Tis (HGD) : [ [ [ ] ] epithetium
T1A | S Chorion
T1B




Profondeur = ri1sque d’ er

sm <1mm sm >1mm Odds Ratio (Non-event) Odds Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

1.4.1 All studies

Kitajima 2004 [21] 3 193 B4 674 21.9% 9.02 [2.82, 28.85] L
Komori 2010 [23] 4 20 13 81 21.0% 0.67 [0.19, 2.31] - e

Okabe 2004 [26] 0 28 41 372 B.4% 7.14[0.43, 119.07] * 4
Son 2008 [4] 4 47 21 79 22.2% 3.89[1.25,12.17] o
Tateishi 2010 [30] 1 34 45 288 13.2% 6.11 [0.81, 45.82] ¥
Ueno 2004 [6] 1 38 32 213 13.2% 6.54 [0.87, 49.39] "
Subtotal (95% CI) 360 1717 100.0% 3.87 [1.50, 10.00] .
Total events 13 236

Heterogeneity: 12 = 0.72; 42 = 10.96, df = 5 (P = 0.05); I =54%

Test for overall effect: 2= 2.79 (P = 0.005)

SM<1mm = 13/360 = 3,6%
SM>1mm = 236/1717 = 13,7%

Beaton et al. Colorectal Disease 2012



Profondeur = ri1sque d’ er

sm<2mm  sm =2mm QOdds Ratio (Non-event)  Odds Ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI

1.5.1 All studies

Kitajima 2004 [21] 21 345 66 520 44.0% 2.24 [1.35, 3.74] L
Okabe 2004 [26] 4 96 37 304 13.5% 3.19[1.11,9.19) T
Son 2008 [4] 8 80 17 67 17.5% 3.06 [1.23, 7.64] o
Ueno 2004 [6] 3 76 30 175 10.4% 5.03 [1.49, 17.05] T
Yamauchi 2008 [32] 1 79 15 B85 3.9% 16.71 [2.15, 129.81] ' 4
Yasuda 2007 [33] 4 40 17 46 10.8% 5.28 [1.60, 17.41] -
Subtotal (95% Cl) 716 1197 100.0% 3.20 [2.13, 4.82] . 4
Total events 41 182

Heterogeneity: 12 = 0.03; y2=5.61,df =5 (P=0.35); 12 = 11%

Test for overall effect: £2=5.58 (P < 0.00001)

SM<2mm =41/716 = 5,7%
SM>2mm = 182/1197 = 15,2%

Beaton et al. Colorectal Disease 2012



La profondeur est-elle un
facteur suffisant pour garantir
une résection endoscopique
carcinologiguement
satisfaisante?



facteurs d’' envahi

AuUutres

3.3.2 studies with > 200 patients

Kitajima 2004 [21] 82
Matsuda 2011 [24] 38
Okabe 2004 [26] 38
Yamamoto 2004 [3] 18

Subtotal (95% ClI)
Total events 176

845
222
416

297
1780

5
1
5
1

12

20 40.5%
8 13.8%
12 33.8%

4 11.9%
44 100.0%

Heterogeneity: 12 = 0.18; 32 = 3.93,df =3 (P=0.27); I° = 24%
Test for overall effect: Z=2.92 (P = 0.003)

Test for subgroup differences: 42 = 0.70, df = 1 (P = 0.40), I = 0%

Figure 4 The association between

istological differentiation [
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5.17 [0.51, 52.20 '
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nd lymph node metastasis,

Beaton et al. Colorectal Disease 2012



Autres facteurs d’ envahi

Present Absent QOdds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Akishima-Fukasawa 2011 [20] 26 56 10 55 26.9% 3.90 [1.64, 9.25] —
Egashira 2004 [17] 13 84 0 56 35% 21.34[1.24, 366.69] ’
Ishikawa 2008 [14] 23 36 5 35 17.4% 10.62 [3.31, 34.06] I
Kazama 2006 [18] 16 42 0 14 35%  18.06[1.01, 323.41] 4
Okuyama 2002 [27] 10 42 4 59 15.8% 4.30 [1.25, 14.83] —
Wang 2005 [31] 11 24 5 135 16.6% 22.00 [6.62, 73.12) —
Yasuda 2007 [33] 17 40 4 42 16.4% 7.02 [2.10, 23.45] -
Total (95% CI) 324 396 100.0% “
Total events 116 28 | | | |

Heterogeneity: 12 = 0.10; 2 =7.30, df =6 (P=0.29): 2= 18%
Test for overall effect: £=7.32 (P < 0.00001)

Figure 5 The association between lymph node metastasis andm

! 1 I |
0.01 01 1 10 100
Favours experimental Favours control

Beaton et al. Colorectal Disease 2012



Autres facteurs d’ envahi

2.4.2 Studies with > 200 patients

Matsuda 2011 [24] 3 8 75 222 10.9% 1.18[0.27, 5.05] —
Nascimbeni 2002 [25] 9 28 37 324 27.2% 3.67 [1.55, 8.72] ——
Okabe 2004 [26] 28 135 15 293 40.5% 4.85 [2.49, 9.44] —&
Yamamoto 2004 [3] 13 89 6 212 21.3% 5.87 [2.16, 16.00] —
Subtotal (95% Cl) 260 1051 100.0% g
Total events 53 133

Heterogeneity: 12 = 0.05; ¥2 = 3.62, df = 3 (P=0.31); P = 17%
Test for overall effect: 2= 5.42 (P < 0.00001)

1 I I |
0.01 041 1 10 100
Favours presence Favours absence

Test for subgroup differences: y2=0.29, df =1 (P=0.59), I = 0%

Figure 3 The impact of on the risk of lymph node metastasis.

Beaton et al. Colorectal Disease 2012



Recommandations de traitement pour CCRS

ESGE recommends that:

— An en bloc RO resection of a superficial lesion with histology no more
advanced than well-differentiated adenocarcinoma (G1/G2), sm1 (£1mm
submucosal invasion) with no lymphovascular invasion is considered
curative (strong recommendation, moderate guality evidence).

— Surgery is recommended when lymphovascular invasion, deeper
infiltration than sm1, positive/nonevaluable vertical margins, or poorly
differentiated tumor with submucosal invasion is diagnosed (strong
recommendation, moderate quality evidence).

— If the horizontal margin is positive, but no other high risk criteria are met,
endoscopic surveillance/re-treatment could be considered instead of
surgery (strong recommendation, moderate quality evidence).

Pimentel-Nunes et al. ESGE Guidelines, Endoscopy 2016



Et si on respecte ces recommandations?

A large-scale multicenter study of long-term outcomes
after endoscopic resection for submucosal invasive
colorectal cancer

Authors Yusuke Yoda', Hiroaki lkematsu’, Takahisa Matsuda®, Yuichiro Yamaguchi®, Kinichi Hotta, Nozomu Kobayashi®,
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Patients

All examinations were performed using magnifying colono-
scopes (CF-Q240ZI, PCF-Q240ZI, CF-200Z, and CF-H260AZI,
Olympus Optical Co., Tokyo, Japan) that enhance the image up to
75-100 times using a one-touch operation power system. Endo-
scopically resectable tumors were identified by endoscopists

Follow-up

'ﬂl},rsical examinations, chest radiography, computed tomog-
raphy (CT) of the abdomen and pelvis, and blood tests including
carcinoembryonic antigen (CEA) level were performed post-
operatively, every 6 months for the first 3 years, and every 12
months thereafter. A total colonoscopy was performed every

year.

'u_sfng—chmmuendusmpy and magnﬁcation techniques_ Lesions
were evaluated under magnifying chromoendoscopy with 0.4%
indigo carmine and 0.05 % crystal violet and assessed with Kudo’s
classification and by clinical classification [12,13]. If lesions were
identified as neoplastic noninvasive lesions (adenomas, mucosal
carcinoma, and slightly submucosal invasive carcinoma), endo-
scopic resection was performed. If lesions were determined to
extend deep into the submucosa, patients were referred for sur-
gery. When patients rejected surgical resection or requested

Recurrence was confirmed on the basis of imaging. Local recur-
rence was defined as recurrence within the surgical field for co-
lon cancer or within the pelvis for rectal cancer.

» Follow-up period of <1 year (n=47)
« Synchronous or metachronous
advanced colorectal cancer {n = B}
« FAP, HNPCC or IBD (n = 3}
« Active malignant disease in
any organs

endoscopic resection, endoscopic resection was perfurmed as
the first-line treatment.

Submucosal invasive colorectal cancer enrolled in this study |
|

Indications for treatment Luwns:;n -126) | High r|sk+|[n-302} |
In line with the JSCCR guidelines, patients with SM-CRCs with (i) s —
negative vertical margin, (ii} well or moderately differentiated Endoscopic | Endoscopic Endoscopic |  Endoscopic
adenocarcinoma, (iii) no evidence of vascular or lymphatic inva- e el | R ey
sion, and (iv) an invasion depth of less than 1000 pm were classi- nes) (n=798)

fied as being anmur lymph node metastasis and local re-
currence [11]. For lesions identified as being low risk SM-CRCs,
endoscopic resection alone was indicated as a minimally invasive
treatment for these patients. Subsequent curative surgical resec-
tion was indicated for patients with@h risk SM-ERE.-I

Fig.1 Flow diagram of patients entered into the study divided by patho-
logical risk and treatment (FAP, familial adenomatous polyposis; HNPCC,
hereditary nonpolyposis colorectal cancer; IBD, inflammatory bowel dis-
ease).

Yoda et al. Endoscopy 2013



Table1 Clinical and pathological characteristics of the patients with low risk and high risk submucosal invasive colorectal cancer (SM-CRC) treated by endo-
scopic resection with and without additional surgery.

Median age
(range), years
Sex, n

Male

Femnale
Location, n

Right colon

Left colon

Rectum
Median tumor size
(range}, mm
Positive vertical margin at
endoscopic resection, n
Lymphatic invasion, n
Venous invasion, n
Invasion depth> 1000 pm, n
Lymph node metastasis after
additional surgery, n (%)

Low Risk

Without surgery
{n=120)

65

(37-80)

85
35

48
56
16
15
(4-100)

= = R = =

With additional surgery
(n=6)

72
(52-75)

4
2

High Risk

Without surgery
{n=106)

72

(32-80)

71
35

22
47
37
15
(6-74)

13

96

With additional surgery
(n=1986)

B1

(22-79)

106
a0

57
92
47
16
(3-100)

44
48
43
178

23(12%)

Total
(n=428)

64
(22-80)

266
162

128
199

101

15
(3-100)

44
61
51
274

Yoda et al. Endoscopy 2013



Table2 Comparison of recurrence and survival rates in patients with low risk and high risk submucosal invasive colorectal cancer (SM-CRC) treated by endo-
scopic resection with and without additional surgery.

Low risk SM-CRC High risk SM-CRC
Without surgery With additional surgery Without surgery With additional surgery
(n=120) {n=86) {(n=106) {(n=196)

Recurrence, n (%) 1(0.8%) 0 7(6.6%) 7{3.6%)

Local recurrence 0 0 5 1

Distant metastasis 1 0 2 B

5-year recurrence-free survival, % 98 % 100% 89%3 97 %4

5-year overall survival, % 94 % 100% 98 % 99%

! P=<0.05 (vs. low risk patients treated by endoscopic resection alone).

! P=0.26 (vs. endoscopic resection alone in high risk patients).

* P<0.05 (vs. low risk patients treated by endoscopic resection alone; log rank test).
4 P=0.13 (vs. endoscopic resection alone in high risk patients; log rank test).

Une seule récidive (métastatique) apres résection endoscopique et respect des
recommandations selon les parametres histologiques : métastases pulmonaires et
osseuses a 23 mois de la résection. Taux de récidive = 0.8%.

Relecture anapath du cas : embols veino-lymphatiques trouvés sur des
recoupes. Donc taux véritable = 0%.

En | " absence de c €4/302x4i6%er es, réecidi ve

Yoda et al. Endoscopy 2013



Table3 Clinical and pathological characteristics of the 15 patients with submucosal invasive colorectal cancer (SM-CRC) who developed recurrence after
initial treatment.

Sex; Location Size, Margin Differen- Lympha- Venous Depth  Treatment Time to Location of Treat-
age, mm  status tiation tic inva- inva- of inva- recur- recurrence  ment
years at endo- sion sion sion rence, after re-
scopic months currence
resection
Male; Rectum 12 - Good - - Shallew  Endoscopic Distant Palliation
65 resection alone
Female; Sigmoid 15 - Moderate - - Deep Endoscopic Local Salvage
55 colon resection alone surgery
Female; Rectum 8 - Cood + - Deep Endoscopic Local Salvage
50 resection alone surgery
Male; Rectum 20 - Cood - + Deep Endoscopic 24 Local Salvage
&0 resection alone surgery
Male; Rectum 45 - Cood - - Deep Endoscopic 8 Distant Palliation
58 resection alone
Female; Rectum 60 - Cood - - Deep Endoscopic Local Salvage
55 resection alone surgery
Male; Rectum 60 - Cood - - Deep Endoscopic E Distant Salvage
65 resection alone surgery
Female; Rectum 20 - Moderate - - Deep Endoscopic 15 Local Salvage
69 resection alone surgery
Male; Rectum 10 + Cood - - Shallow Endoscopic and 14 Distant Palliation
59 surgical resection
Male; Sigmoid 50 + Cood + + Deep Endoscopic and 14 Distant Salvage
63 colon surgical resection surgery
Male; Rectum 20 - Moderate - - Deep Endoscopic and 16 Distant Palliation
63 surgical resection
Male; Sigmoid 9 - Moderate + + Deep Endoscopic and 36 Distant Palliation
57 colon surgical resection
Male; Ascend- 10 + Moderate - - Deep Endoscopic and 24 Distant Salvage
66 ing colon surgical resection surgery
Female; Sigmoid 20 - Cood - - Deep Endoscopic and 42 Local Palliation
63 colon surgical resection
Female; Rectum 25 + Cood + - Deep Endoscopic and 69 Distant Palliation

44 surgical resection



Table3 Clinical and pathological characteristics of the 15 patients with submucosal invasive colorectal cancer (SM-CRC) who developed recurrence after
initial treatment.

Sex; Location Size, Margin Differen- Lympha- Venous Depth  Treatment Time to Location of Treat-
age, mm  status tiation tic inva- inva- of inva- recur- recurrence  ment
years at endo- sion sion sion rence, after re-
scopic months currence
resection
Male;  Rectum 12 - Good - - Shallow Endoscopic Distant Palliation
65 resection alone
Female; Sigmoid 15 - Moderate - - Deep Endoscopic Local Salvage
55 colon resection alone surgery
Female; Rectum 8 - Cood + - Deep Endoscopic Local Salvage
50 resection alone surgery
Male; Rectum 20 - Cood - + Deep Endoscopic 24 Local Salvage
8 e surgery
N\ 7 [l
| Apres résection endo non o o wew el
F . . . -1- Local Salvage
5 CarCInOIOglque . e E surgegry
YR T N Distant Salvage
 Recidives locales a 3,4 et 5 ans !! ne surgery
E ;e . , . < 15 Local Salvage
4 Récidives métastatiques a 2 et 5 ne surgery
and 14 Distant Palliation
59 an§| | surgical resection
Male; dgmoid 50 + Cood + + Deep Endoscopic and 14 Distant Salvage
63 colon surgical resection surgery
Male; Rectum 20 - Moderate - - Deep Endoscopic and 16 Distant Palliation
63 surgical resection
Male; Sigmoid 9 - Moderate + + Deep Endoscopic and 36 Distant Palliation
57 colon surgical resection
Male; Ascend- 10 + Moderate - - Deep Endoscopic and 24 Distant Salvage
66 ing colon surgical resection surgery
Female; Sigmeid 20 - Cood - - Deep Endoscopic and 42 Local Palliation
63 colon surgical resection
Female; Rectum 25 & Cood + - Deep Endoscopic and 69 Distant Palliation

44 surgical resection



~

Relecture
anapath
expert

-

CCR superficiel

4

Résection complete latérale et en profondeur

Infiltration sous muqueuse <1 mm

Adénocarcinome bien différencié, absence de budding,
a b s e nemieols vkino-lymphatiques

Oui

Surveillance endoscopique Chirurgie et surveillance multimodale




SI chirurgilie ... sur

- Examen clinique tous les 3 mois pendant 3 ans puis tous
les 6 mois pendant 2 ans

- Echographie abdomino-pelvienne ou scanner abdomino-
pelvien tous les 3 a 6 mois pendant 3 ans puis tous es 6
mois pendant 2 ans

- Scanner thoracique annuel pendant 5 ans
- Coloscopie a 3 ans puis tous les 5 ans
- +/- ACE tous les 3 mois pendant 3 ans

Thésaurus National de Cancérologie digestive 2016
ESMO Guidelines, Annals of oncology 2016



S survelll ance... |

-Sel on | " ESGE, assez fl oue

timal post-ESD surveillance. Hence, most authors recommend

OW-Up endoscopy 3 to 6 months alter resection in order to
verify complete removal based on both endoscopic and patholog-
ical assessments. If technical success is confirmed, total colonos-
copy at 1 year after this reassessment is suggested, to check for
local recurrence or secondary primary tumors before returning
to standard surveillance intervals.

- Aucune survelllance generale : le risque est local ou
nouvelle lésion

- Surveillance endoscopique :
- A 3-6 mois, puisa 1 an

Ri sque de récidive | ocale : 0
apres EMR-piecemeal

‘Despite this, there is no clear evidence to inform decisions on op- |
0

Q)/

Cao et al. Endoscopy 2009
Repici et al. Endoscopy 2012



Autres recommandations

- Recommandations américaines — ASGE:
- Aucune recommandation spécifique

- Pour cancer rectal traité endoscopiguement :
rectosigmoidoscopie +/- EEB tous les 3-6 mois pendant
2-3 ans

- Recommandations japonaises — JSCCR guidelines :
- Aucune recommandation spécifique

Kahi et al. Gastrointestinal Endoscopy 2016
Watanabe et al. Int J Clin Oncol 2015



Take home messages

- Relecture anapath expert ++++ +/- discussion en RCP
dediée, puis :

- A = résection carcinologiquement complete = surveillance
endoscopique.

x A 3-6 mois, puis rythme habituel si ESD/EMR monobloc

x A 3-6 mois, puis annuellement si EMR piece-meal ? (récidive
tardive possible+++)

- B = résection non carcinologique = chirurgie
x Survelllance selon recommandations TNCD

- C = reésection non carcinologique et absence de chirurgie
x Surveillance endoscopique ET géenérale




