“De la tomie au robot, le chemin vers le minimalement invasif”

Chirurgie de I'oesophage

Prof. Dr. med. Stefan P. Monig, Head Upper Gl Surgery
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Les débuts..... Theodor Billroth (1829-1894)

Premiere gastrectomie partielle

chez un patient avec un cancer de | ‘estomac

e e

i e

A ditoire de l‘université de Vienne
Enseigment par Prof. Bilroth
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1913 Franz Torek (New York)

Premiere oesophagectomie Son patient avec un

cancer de I‘oesophage.)
Il survit 12 ans apres
I'intervention!

1920 Martin Kirschner (Heidelberg)

Premiere gastroplastie
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Université de Cologne
Allemagne

Theodor

Billroth

1829-1894
Gastrectomie/
oesophagectomie

Heinz Pichlmaier

Kirschner Zenker 1971-1996
Premiére ' Peiper Siewert

oesophagectomie

avec

gastroplastie cervicale

~—

Rudolf .
, Arnulf Holscher
Sauerbruch Nissen 1996-2016

Pioniers de la chirugie thoracique et oesophagienne
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Global Education in Esophagology

Geneva Pilot center Monig/Jung/Chevallay

- The first world pandemic is upon us,
- The world is at a standstill.

North America Europe Asia
eBoston (USA) eBordeaux (France) China:
*Milwaukee (USA) eGeneva (Switzerland) *Beijing
eStanford (USA) *Bale 2023 *Chengdu
elLeipzig (Germany) eFuzhou
South America *Mainz (Germany) eShanghai
#S3o Paulo (Brazil) *Milan (Italy) eShenyang
eParis (France) eShenzhen
Africa Japan:
*Bomet (Kenya) Australia *Tokyo

eMelbourne (Australia) Malaysia
eKuala Lumpur

i% Stanford SEMPIRE

Stanford Esophageal Multidisciplinary
MEDI C INE Program in Innovative Research Excellence

1R

La fondation OESO est basée a Université
de Geneve
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Cancer de cesophage:
standards et innovations du traitement
multidisciplinaire

Dr MICKAEL CHEVALLAY?, CAMILLE BRASSET?, JORDAN MARCELIS? Pr CHRISTIAN TOSO?® Dre MINOA JUNG® et Pr STEFAN PAUL MONIG?

Rev Med Suisse 2023;19: 1169-74 | DOI:10.53738/REVMED.2023.19.831.1169

% Thieme

S3-Leitlinie Diagnostik und Therapie der Plattenepithelkarzinome
und Adenokarzinome des Osophagus

Version 3.1 — Juni 2022 — AWMF-Registernummer: 021/0230L
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Esophageal Cancer:
Incidence in Western Countries
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Figure 1. Increasing frequency of surgical resection of adenocarcinoma of the
esophagus compared to squamous cell carcinoma from 1996 to 2016. Data from
a high-volume center for esophageal cancer surgery in Germany.



EXPERT OPINION ON PHARMACOTHERAPY, 2017 Tavior & F .
VOL. 18, NO. 10, 1001-1010 e aylor & Francis

https://doi.org/10.1080/14656566.2017.1334764 Taylor & Francis Group

R EVI EW l ’.) Check for updates ]

Current and future treatment options for esophageal cancer in the elderly

Elfriede Bollschweiler?, Patrick Plum?, Stefan P. Monig®® and Arnulf H. Holschera<

Increasing incifence of older esophageal cancer patients

140

1m- ?- 87 a

100

I 10 5 AGE
80 Lt [ <70 years
' B 70y orolder

\Q
PEFES

year of esophagectomy

Count

60

40

Tall,

(g I sessmans

V-’ 1

5||l|i|é |
PN

0 DD QO O D
o g o o> o g e 2 o D o S\
SEEFFS ST TS

Figure 3. Increasing frequency of older esophageal cancer patients treated with esophagectomy with or without preoperative chemoradiation. Data from a high-
volume center of esophageal cancer in Germany including 1637 patients.



Treatment of gastric cancer and EG-junction
up-dated German S3 guideline 2023/ESMO 2022

Diagnostic, staging and risc analysis
Discussion at Tumorboard

cTim/sm1 cT1sm/T2 Nx cT3/T4 Nx MO M+
Nx MO MO ou N+
I
Endoscopic EGJ type I : EGJ type llI: Pallitive
resection Ivor-Lewis Perioperative CTx treatment
ESD/EMR oesophagectomie FLOT
EGJ type Il : or RENAISSANCE
Ivor-Lewis RCTx neo- /FLOTS trial
oesophagectomie adjuvante CROSS
or
Transhiatal extended EGJ typ lll and
gastrectomy gastric cancer:
EGJ type IlI: CTx FLOT
Transhiatal extended
gastrectomy
Gastric cancer: Monig, Meyer et al. Chirurg 2020
NactvantAarmir tatal | anlhhiatal




Evaluation des risques et sélection des patientsand




Classification du cancer de I‘'oesophage

8th edition TNM classification Jonction oesogastric type I-lll selon Siewert

Incisors \// | Esophageal
+5an — Cancer
TNM / Nishi

UES e 15 cm— )
Sternal Fencal
e 20 cm Esophagus
Upper )
Azygos N\ - Thoracic
vein /ad o
""‘)J ‘ Middle
Inferior f“‘{\ Thoracic
pulmonary — ') 30 cm
vein
Lower
Thoracic
EGJ 40 cm——-
Wittekind Chirurg 2016 Siewert, Hélscher Chirurg 1987

Rice et al. Thorac Cardiovasc Surg 2010 Mariette et al. Lancet Oncol 2011



EGJ type Il (cardia)

a7

oesophagectomie ? gastrectomie?




Worldwide trends in surgical techniques in the treatment of
esophageal and gastroesophageal junction cancer

Ii.. Haverkamp,1 M. F L Seesing,l i i 4 Ruurcla,I 1] Boone,2 R.wv. Hillegersberg[

' Department of Surgery, University Medical Center Utrecht, Utrecht, The Netherlands and >Department of
Radiology, Academic Medical Center Amsterdam, Amsterdam, The Netherlands

100% Up'date 2023
100% "
0% = =
ok % |
80%
80%
70% - 70%
60% 60%
- " Esophagectomy o
W Gastrectomy . 192%
40% = Extended gastrectomy iy ' Lo
30%
30%
20% e
20% 31%
10%
10% o
Europe Asia Oceania South-America North-America
0% ic t

Siewert type 1 Siewert lyp& n Siewert type m e V R o
* Web-based international query
« Members of the ISDE, IGCA, etc.
* Return rate 478/1147 (42%)
¢ 49 countries, 6 continents Haverkamp L et al., Dis Esoph 2016

Change to esophagectomy for type Il



Arguments en faveur du oesophagectomie

Plus long marge de sécurité proximaux
Distribution des métastases ganglionnaire

Complete curetage ganglionnaire en niveau abdominal et
mediastinal

Anastomose plus slre
Approche de routine minimale invasive possible
Préservation d‘un réservoir gastrique

Qualitie de la vie ?



Acces chirurgical par laparotomie ou mini-invasive ?

N

Jung, Mdénig AnnNYAcad Sci 2020
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Oesophagectomie mini-invasive

BJS, 2021, 108, 1026-1033

——

DOI: 10.1093/bjs/znab278

Advance Access Publication Date: 7 September 2021
Systematic Review

457 patients de I’étude RCTs Européenne
Meta-analysis of randomized controlled trials and
individual patient data comparing minimally invasive
with open oesophagectomy for cancer

OXFORD

._5_ Hieords idenifiad throgh Additional records identified Table 1 Summary and characteristics of included trials
8 database searching through other sources
% n=4213 n=88 Study/year Procedures Anastomosis n Tumour types
=2 I l AEG  SCC  Other
FRATR A Sioloues ratcod 457 patients from four European RCTs ¥ minimally ! 0
' | Open 1
f=
£ i y Guoetal. 2013 nr nr
g Records screened i nr n
@ n=13219 Maet al. 2018 0 4
2 4
o | .! Ascords sxchided 1= 9136 van der Sluis et al. 2019%” Totally 13 0
1 12 0
X Paireder et al. 2018% Hybri 4 0
I Full-text articles 1 0
= assessed for eligibility Mariette et al. 20197 Hybr 46 0
& = 18 0
3 gt Full-text articles excluded n =75
ug.: | Non-randomized design n = 53 AEG, adenocarcinoma of oesophagogastric junction; SSC, squamous cell T
| Inappropriate control group n = 53
Studies Ihciuded In 1 | Insufficient quantitative data n=8 |
qualitative synthesis
n=8
3 e T
3 Studies included in
g qualitative synthesis - -
. ik st Mdaller B, Holscher A.H. et al
L n-5 ulier o, Aoiscner A.A. et al.
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a Overall survival

100 -

80 -

‘.-
Vorrcna,
~s,

60 -

40 -

20+ = Open oesophagectomy
=== MIO

Proportion surviving (%)

0f ] ! ‘

0 6 12 18 24 30 36
No. at risk Time after operation (months)

o momo o om o @ Complications totales | Pneumonies

MIO 222 196 174 148 136 120 109

Mo Open Odds ratio MO Open Odds ratio

: . Evm;oial Events Total (Odds ratio 95%ci  Weight %] Even[s_Tm.aI Events Total Odds ratio 9% el ight %)
b Disease-free survival Sy i Sy Regats
Subgroup = Totally MIO
100 - Ma= % & 4 98— a7 026(0.10,089) 282
s Van der Suis ¥ 8 o4 s —i 289 032(0.14,071) %5
0 Random-efiects model 101 152 —— 495 030(0.16,055) €386
< i Heterogeneity. P = 42%, 17=0.1338, P=0.19
o 80 Random-eficts model
c Subgroup = Hybrid Subgroup = Hybrd
S Parager® 7 67) 0 Marets’ 13103 17 104 —a— 074(034,161) %4
S B0 Marietta Random-eflects model 103 104 e 074(034,161) 364
5 Random-efiects model Heterogenatty: nat applicable
- [P =49%, 203350, P= 0.1
» ' Random-¢Bcts mode 26 25— 041(022.077) 1000
§ 401 033(020,083 1000 Hetemgensiy [ 7¢,P=0.18 2 05 1 2 8
- 2 0 Resdual heterogenedy Favcus MO F =
£ sidual heterogenssy P=0.16 s Test ot overall eflect. 7= avous MU Favours open
g_ 20r — Open oegophage@tomy Testfor overall eflect 7= 4,49, P < 001 —_ bk Test or subgroup diflerences: ;= 328, 141, P=007
Testfor y diflerences: =045, 1df, P=050
E U I
& -=-= MIO
0F

0 6 12 18 24 30 36
No. at risk Time after operation (months)

Open 221 197 165 141 118 103 94
MIO 216 193 171 147 135 120 109

Fig. 2 Kaplan-Meier curve of survival data (individual patient data Muller B,Hodlscher A.H. et al.

meta-analysis)
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Lachage anastomotique

Study Events Total  Events Total Odds ratio
Subgroup = Totally IO
TIME™ 7 % 4 58 ..
Guo 111 2 110 .-
Ma= 3 @ 6 97 -
Van der Suis™ 13 84 11 85 -
Random-efiects model 271 318 e
Heterogenaty: 17 = 0%, 17 = 0, P= 082
3 14 2 12 - 88
11 108 7 104 . 272
Random-efiects model 117 116 — 340
Hetorogenaity: 2 = 0%, t2 = 0, P= 0.88
Random-sfiscts model 288 s | - 1.35(0.80,228) 100.0
Heletogensty. [ = 0%, t2 =0, P=C o1 0512 10
Residual haterogenetty. /7 = P
Test kor overall eflect: 2= 1.13, P= 0.26 s bt
Test lor subgroup diflerences: 7 = 021, 1d1, P= 065

| Séjour hospitalier j Mortalité a 90 jours

MIO Open Mean difference Mio Open Qdds ratio

Study Total Mean (s.d.) Total Mean (s.d.) Mean difference 95% c.i. Weight (%) Study Events Total Events Total Odds ratio 95% c.i. Weight (%)
Subgroup = Totally MIO Subgroup = Totally MIO 1
TIME* 58 27(21) 56 37(34) -10.00 (-20.50, 0.50) 5.8 ol 0 47 2 97 ——a5— 0.40(0.02, 8.54) 137
Guo™ 11 10{2) 110 11(2) -1.80 (-2.33,-1.27) 330 Van der Sluis™ 5 54 1 55 T—8—— 551(062,4882) 242
Ma® 47 24(10) a7  24(9) 0.60 (-2.74,3.04) 225 Random effects model 101 152 e — 1.87 (0.15, 23.39) 379
Van der Sluis37 54 18(4) 55  18(5) -150(-3.14,0.14) 300 Heterogeneity: I? = 46%, 12 = 15822, P=0.17
Randomeeffects model 271 318 L -1.58(-2.67,-049) 913
Heterogeneity: /2 = 32%, 12 = 0.4257, P=0.22 Subgroup = Hybrid

Paireder3® 0 14 1 12———a—F—— 0.26(0.01,7.12) 120
Subgroup = Hybrid Mariette!? 4 103 6 104 0.66 (0.18, 2.41) 50.0
Paireder3® 14 28(20) 12 20(10) T— 8.20 (-3.83, 20.23) 46 Random-effects model n7 116 0.58 (0.17, 1.95) 62.1
Mariette'? 103 32(25) 104 62(62) —— —29.80 (—42.70, —16.90) 41 Heterogeneity: I? = 0%, =0, P=061
Random-effects model 117 116 | ——et—— -10.73 (-47.96,2651) 87
Heterogeneity: I? = 94%, 12 = 681.5044, P < 0.01 Random-effects model 268 P 0.92 (0.28,3.08) 100.0

Heterogeneity: 12 = 18%, T 001 0.1 1 10 100

Random-effects model 388 434 - -2.32 (-5.10, 0.45) 100.0 Residual heterogeneity: /2

Heterogeneity: I2 = 80%, 12 = 6.0022, P < 0.01 40 20 0 20 40 Test for overall effect: 7=-0.13 Favours MIO  Favours open
Residual heterogeneity: 2%, P<0.01 Test for subgroup differences: x

Test for overall effect: Z = —1.64, P=0.10 Favours MIO  Favours open

Test for subgroup differences: 3=0.23, 1 df, P= 0.63

Aucune différence entre HYBRID et le totalement minimallement-invasif

Muller B, Holscher A.H. et al.
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Oesophagectomie selon Lewis Santy (HYBRID)
- Laparoscopie/robotic

Temps abdominal

I_m Hoptaux FACULTE DE MEDECINE & UNIVERSITE
Geneve DEPARTEMENT DE CHIRURGIE &’ DE GENEVE



Oesophagectomie selon Lewis-Santy

Oesophagectomie transthoracique avec un conduit gastrique, dissection ganglionnaire et
anastomose intrathoracique haute par mini-thoracotomie ou robotique

Temps thoracique

I.m gl FACULTE DE MEDECINE @ UNIVERSITE
Geneve DEPARTEMENT DE CHIRURGIE 427 DE GENEVE



Oesophagectomie MHS HUG

Septembre 2016 — novembre 2023

« n=150
« Mortalité (90 j) 0 (*benchmark 4.5%)
« Fuite anastomotique 2,7% (4/150) (*benchmark 11.4%)
MHS 2016-2023
30
25
20
15
10
|
% w0 m2017 82018 #2019 W2020 m2021 W2022 w2023 *Donald Low Ann Surg 2019
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Traitement multimodal

oR Oesophagectomie sans traitement multimodal
80
80
- \\1—\ pTis
g & pT1
g 50
ﬁ 40
30 pT2
2 £ pT3
© —] pT4
S Ve s w0
Years
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Traitement multimodal

Standard Européen pour le cancer de 'oesophage localement avance

Radio chimiothérapie
néo-adjuvante CROSS

Chimiothérapie péri-opératoire FLOT

German S3 guideleine Porschen, Hdlscher 2023
ESMO guidelines Lordick et al. 2016
Niclauss, Monig 2018

I'ln Hopitaux FACULTE DE MEDECINE &R UNIVERSITE
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FLOT: new standard for neoadjuvant chemotherapy
Al-Batran, Ménig et al. Lancet 2019

1.0 A + Censored
Logrank p=0.0117
0.8
=
= 0.6+
)
e
(=W
s
E 0.4
=3
N
0.2
0.0
L T T ) T L ]
0 12 24 36 48 60 72
Overall survival (months)
| Arm (as randomized) ECF/ECX — — FLOT I
ECF/ECX 360 287 202 126 83 33 9
356 207 23 87 30 5 * 1
FLOT ' 2 1 8 projected OS rates

AlO
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Radio-chimiothéerapie neo-adjuvante: CROSS trial

HG

Hépitaux
Universitaires
Genéve

CRT+surgery
1

™

T —

Surgery alone.

A Survival According to Treatment Group
10—
0.9+ \
0.8 \\
A
= 074 \_\
> e,
T 06 e
- ha
c 05— e
o
= 0.4
g
& 0.3
0.2
0.14 P-0.003
0.0 T T
0 12 24
No. at Risk
CRT+surgery 178 145 119
Surgery alone 188 131 04
Total 366 276 213

T
36

Follow-up (mo)

75
62
137

48 60
40 28
i3 17
82 45

29% reponse complete (pCR)

FACULTE DE MEDECINE
DEPARTEMENT DE CHIRURGIE

van Hagen, NEJM 2012

UNIVERSITE
DE GENEVE




Adenocarcinome Siewert Il uT2NO
Radio-chimotherapie selon CROSS
Oesophagectomie selon Lewis—Santy mini-invasive

ypT1bNO (0/35)R0
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e NEW ENGLAND CheckMate 577
JOURNAL o MEDICINE

ESTABLISHED IN 1812 APRIL 1, 2021 VOL. 384 NO. 13 30

A Disease-free Survival in the Overall Population
1004

704

g
Ry
1 : : £ T, Nl jan Diseasefiee
Adjuvant Nivolumab in Resected Esophageal ——_ S, PPt
) g 50 = NG N mo (95% CI)
or Gastroesophageal Junction Cancer " TR mdoh @ e
lzf Haozzrgd(rgast\j (yzorcﬁ \ae;gfgzcsu) rrence or death,
RJ. Kelly, J.A. Ajani, ). Kuzdzal, T. Zander, E. Van Cutsemn, G. Piessen, G. Mendez, J. Feliciano, S. Motoyama, A. Liévre, 0 3 & 9 1 T 18 21 2 27 30 35 36 30 4 a5 o0
H. Uronis, E. Elimova, C. Grootscholten, K. Geboes, S. Zafar, S. Snow, A.H. Ko, K. Feeney, M. Schenker, P. Kocon, N Menths
0. at Ris|
J. Zhang, L. Zhu, M. Lei, P. Singh, K. Kondo, J.M. Cleary, and M. Moehler, for the CheckMate 577 Investigators* Nivolumab 532 430 364 306 249 212 18 147 S2 68 41 2 & 4 3 0
= Placebo 262 214 163 126 9 80 65 53 38 28 17 12 5 2 1 0

B Disease-free Survival According to Histologic Type

100+
904
80
g 70
. s Nivolumab, SCC No. of Median Disease-free
Nivolumab Placebo = 607 — Patients Survival
(n = 532) (n = 262) ‘g 504 we o, Nivolumab, AC mo (95% CI)
% 40 ! Nivolumab, AC 376 19.4 (15.9-29.4)
i @ (- ® ® - - - placebo,AC 187 111 (8.3-16.8)
Median DFS, mo 224 10.4 g 30 o0 (o> Placebo, AC i
2 e Hazard ratio for disease recurrence or death,
204 e See 0.75 (95% Cl, 0.59-0.96)
Nivolumab, SCC 155 29.7 (14.4-NE)
5 10+ Placebo, SCC 75 11.0 (7.6-17.8)
(95% Cl) (16.9-336.6) (8.3-13.9) o Hearseirdemsemmonds,
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0.61 (95% Cl, 0.42-0.88)
Months
o, No. at Risk
HR (95% ClI) 0.67 (0.55-0.81) Nivolumab, AC 376 305 257 219 178 151 125 99 65 45 32 16 6 3 2 0
Nivolumab, SCC 155 124 106 87 71 61 56 48 27 23 9 6 2 1 1 0
Placebo, AC 187 156 114 92 68 57 47 37 26 18 1 9 3 0 0 0
Placebo,SCC 75 58 49 34 28 23 18 16 12 10 6 3 2 2 1 0
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Situation oligométastatiqgue /metastases limitées:

Place de la chirurgie?

Monig Chirurg 2016
Chevallay, M6nig Worl J Gastrointest Oncol 2022
Kroese, Monig et al. Eur J Cancer 2023
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A 'Q Ftude FLOT 3

Progression-free survival

1.0 Median (months): 26.7 (9.1-NA) A: cT2-T4

ool (operable), cMO
:g 0.6 Arm B, surgery o H H
3 =5 | B: M1limited2 | ___ |
A Median 8.4 (4.1-10.4)
& 0.2 .

Arm B, no surgery C: M1 extensive .
: 0 é é é 1|2 lIS f8 Zli thi ZI?

Time, mo

Al-Batran, Monig JAMA Oncology 2017
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Al-Batwan =f gl BEAMC Cances (3017} 17803

CoA 101186441 2885-01 7-33 189 BMC Cancer

The RENAISSANCE (AIO-FLOTS5) trial: effect @ e
of chemotherapy alone vs. chemotherapy
followed by surgical resection on survival

and quality of life in patients with limited-
metastatic adenocarcinoma of the stomach

or esophagogastric junction — a phase lli
trial of the German AIO/CAO-V/CAOGI )
Soresning: He-Staging:
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B
Followe-Up PFS
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Patients randomisés 143/176
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ANNALS o
ONGCOLOGY

driving innovaticn in oncology

GOOD SCEENCE
BETTER MEDICINE
BEST PRACTICE

SPECIAL ARTICLE

Gastric cancer: ESMO Clinical Practice Guideline for diagnosis, treatment
and follow-up 2022

F. Lordick®, F. Carneiro®>*, S. Cascinu®, T. Fleitas®, K. Haustermans’, G. Piessen® %% A, \Iogt-:l12 &E. C. SmythB, on behalf
of the ESMO Guidelines Committee”
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Advanced/metastatic unresectable gastric cancer

AV

1s-line treatment

Y/
Platinum-fluoropyrimidine doublet ChT*
[, A]

7
Addition of nivolumab'
1, A; MCBS 4]¢

|

Addition of trastuzumab
[I, A; MCBS 3; ESCAT I-A]¢*

!

N/
N Radical resection to be considered
in highly selected cases®"
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_La traitement du cancer de I‘'oesophage

Expertise

g

Traitement multidisciplinaigg

 Travail d‘équipe
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Merci a mes collegues medecins generalistes,
oncologues, gastroenterologues
et chirugiens en ville
pour leur excellente collaboration !
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