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Stadium

Intestinale Metaplasie ohne Dysplasie
Low-Grade Dysplasie (LGIEN)

Therapeutische Konzepte - Ubersicht

Therapie

Surveillance
Endoskopische Ablation

High-Grade Dysplasie (HGIEN)
Fruhkarzinom vom Mukosatyp (m1-4)

Endoskopische Ablation
Endoskopische Resektion
Chirurgische Resektion

Frihkarzinom vom Submukosa-Typ (sm1-

3)

sm1: Endoskopische Resektion (G1-2)
sm2-3: Chirurgische Resektion

cT2 NO MO

Chirurgische Resektion
Multimodale Therapie

cT3-4 Nx MO

AWMIEF: S3-Leitlinie ,Osophaguskarzinom’, 2018

Multimodale Therapie




Osophagusfrithkarzinome

Lymphknotenmetastasierung:

T1a (mucosa) T1b (submucosa)
n=70 n=101
[

m1 m2 m3 sm2
10 26

0% 0% 19%
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Hélscher/Schréder/Gutschow, Ann Surg 2011, 254 (5): 801




Barrett-Fruihkarzinome — Standards 2019

AWMIEF: S3-Leitlinie ,Osophaguskarzinom’, 2018




Lokal fortgeschrittenes Barrett-Karzinom —
Standards 2019

Neoadjuvante Radiochemotherapie:

Perioperative Chemotherapie:

AWMIEF: S3-Leitlinie ,Osophaguskarzinom’, 2018



CROSS-Protokoll
(5 Wochen Radiochemotherapie: 41.4Gy, Paclitaxel, Carboplatin)

A Survival According to Treatment Group
— Mecadjuvant chemoradiotherapy
— Surgery alone

CRT+surgery
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Surgery alone

Overall survival (%)

24 36
Follow-up (mo)

No. at Risk

CRT+surgery 119 75
Surgery alone 94 62
Total 213 137

Log-rank p=0-003

Van Hagen, NEJM 2012, 366(22): 207
Shapiro, Lancet Oncol 2015, 16:1090 4



CROSS-Protokoll

B Survival According to Tumor Type and Treatment Group

SCC, CRT+surgery AC, CRT+surgery

,Pathological complete response’

(pCR):
*_ AC, surgery alone
_ « AC  28/121 patients (23%)

SCC, surgery alone
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AC.P—0.040 e SCC 18/37 patients (49%)
SCC,P=0.011

P =0.008

24 36

Follow-up (mo)

No. at Risk

AC, CRT+surgery 134 &7 53
AC, surgery alone 141 73 50
SCC, CRT+surgery 41 30 21
SCC, surgery alone 43 19 11
Total 359 209 135

Van Hagen, NEJM 2012, 366(22): 207



FLOT-4-AIO Trial: ECF (MAGIC-Trial) vs FLOT

Complete (TRG 1a)t
Subtotal (TRG 1b)

Complete or subtotal (TRG 1a/b)
Partial (TRG 2)
Minimal or none (TRG 3)

Mo surgery

ECF/ECX
(n=137)
8 (6%)
23 (17%)
31(23%)
28 (20%)
52 (38%)
26 (19%)

95% Cl

2.8-11:3%
11-4-24-0%
16-4-30-4%
14-5-28-0%
30-3-46-3%
13-2-26-4%

SE Al-Batran et al., Lancet Oncol 2016, 17:1697

FLOT
(n=128)
20 (16%)
27 (21%)
47 (37%)
23 (18%)
49 (38%)
9 (7%)

95% Cl

10-3-23-0%
14-9-29-0%
28-9-45-4%
12-2-25-6%
30-3-46-9%

3-6-13-0%

p value*

0-02




FLOT-4-AIO Trial: ECF (MAGIC-Trial) vs FLOT

+ Censored

ECFIECX FLOT

mos 35 months 50
months
[27-4B] [38-na]
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05 rate™ ECFIECX FLOT

2y 59%
68%
48 AR
Overall survival (months)
Arm (as randomized) ECHECY —— — FLOT Hyojected OS rates 36%
BCF/FCK W = T . 45%,
FLIN T g 1 " . y

Al-Batran et al., ASCO 2017



Onkologische Standards

Multimodale Therapie fur AC, cT2-4 MO:
* Neoadjuvante RTx/CTx: CROSS

Neoadjuvant Neoadjuvant

CRT CT
oder:
* Perioperative CTx: FLOT ‘ ‘
Surgery

Do o I ey BMC Cancer l
STUDY PROTOCOL Open Access Adjuvant
ESOPEC: prospective randomized controlled @ cT
multicenter phase lll trial comparing
perioperative chemotherapy (FLOT
protocol) to neoadjuvant chemoradiation
(CROSS protocol) in patients with .
adenocarcinoma of the esophagus Surveillance

(NCT02509286)

Jens Hoeppner"”, Florian Lordick?, Thomas Brunner®, Torben Glatz', Peter Bronsert?, Nadine Réthling®,
Claudia Schmoor®, Dietmar Lorenz®, Christian EIl”, Ulrich T. Hopt' and ). Ridiger Siewert®




Multimodale Therapie und perioperative
Morbiditat/Mortalitat

Metaanalyse, 23 prospektive Studien:

 Neoadjuvante CTx und RTx/CTx erhdohen nicht periop.
Morbiditat/Mortalitat

e Kein Unterschied der periop. Morbiditdt/Mortalitat zwischen CTx und
RTx/CTx

e Subgruppenanalyse: Mortalitdt nach neoadjuvanter RTx/CTx bei SCC
erhoht

Postop. mortality

Reference Risk ratio Risk ratio NACR + surgery Surgery alone

scc .
Nygaard ef al.>* 1-29 (0-46, 3-63) 8 of 47 5 of 38

Le Prise etal*® 1-20 (0-26, 5-58) 30f 35 3 of 42
Bosset ef al.?® 3-38 (1-28, 8-89) 17 of 138 5 of 137
Lee et al.*' 1-37 (0-09, 21-18) 10f35 10f 48
Natsugoe ef al.** 3-43 (0-15, 79-14) 1 of 20 0of 23
Cao et al”’ ' (Excluded) 0of 118 0of 118
Subtotal (# = 0-0%, P=0-661) . 1-95 (1-06, 3-60) 30 of 393 14 of 406

Kumagai K/Nilsson M, Br J Surg 2014, 101:321-338



Chirurgische Standardverfahren

_Sma" intestine




Resektionsausmass
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Bidirektionale Lymphknotenmetastasierung

4.4%
@ f

2.0%0)

Tumors of the Tumors of the Tumors of the
upper esophagus middle esophagus lower esophagus
(n=24) (n=116) (n=165)

Fi1G. 4. Rate of positive lymph nodes per number of cases resected.

Akiyama Ann Surg 1981



Length in

centimeters

Upper
esophageal
sphincter, |
=_
Lrireii i ' McKeown Osophagektomie
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Middle thoracic

> |vor Lewis Osophagektomie

Inferior
Pulmonary v.

Lower thoracic esophagus/
esophagogastric junction (EG])




Intrathorakale vs. zervikale Anastomose

¢ 3x hohere Insuffizienzrate der zervikalen

Anastomose
e 5x hohere Strikturrate der zervikalen

Anastomose
e bessere Schluckfunkton der intrathorakalen

Anastomose




Transthorakale Osophagektomie

Internationale Umfrage: 478 Chirurgen, 79 Lédnder, 6 Kontinente
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M Cervical intrathoracic

Haverkamp Dis Esophagus 2017



Technische Entwicklung Osophagektomie




Minimal-invasive Osophagektomie

Internationale Umfrage: 478 Chirurgen, 79 Lédnder, 6 Kontinente

i Open

& Minimally invasive

Haverkamp Dis Esophagus 2017



Studienlage

Prospektive randomisierte Studien (EBM IB) — Stand 2019

TIME-Trial

MIRO-Trial

ROBOT-Trial
ROMIO-Trial

JCOG 1409 Trial

Netherland

France

Netherland

UK

Open OE vs ttMIE

Open OE vs hybrid MIE

Open OE vs robotic MIE

Open OE vs hybrid vs ttMIE

Open OE vs ttMIE

Published
(Lancet 2012, Ann Surg 2017)

ASCO 2014
Published (NEJM 2019)

Published (Ann Surg 2018)

Pilot study (Health Tech Ass
2016)
Recruiting

Recruiting




One surgeon’s learning curve for video-assisted thoracoscopic
esophagectomy for esophageal cancer with the patient in lateral
position: how many cases are needed to reach competence?
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Guo Surg Endosc 2013




Lernkurve MIC Osophagektomie

Retrospektive Analyse: 4 High-Volumen Zentren, 646 ttMIE (lvor Lewis)

Zielparameter: Insuffizienzrate

b P < 0.001 Rremie
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van Workum Ann Surg 2017




Defining Benchmarks for Transthoracic Esophagectomy
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Retrospektive Analyse: 13 High-Volumen Zentren, 1057 ttMIE (IL und McKeown)

59.5
32.3 31.0
20.9
16.1
I I 5.2
2.1
2 3 1 | I I -

Total Major 30-day CClI Anastomotic Pulmonary 30-day 90-day
morbidity (%) morbidity (CD (median) leakage rate complications mortality (%) mortality (%)
23a) (%) (%) (%)

Schmidt, Gutschow Ann Surg 2017



EsoBenchmark Spin-off Projekt:
Effect of anastomotic leakage on overall survival

p-value 0.043 — No Anastomotic Leakage
— Anastomotic Leakage
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Time from 90 days postoperative (years)

EsoBenchmark Collaborative, submitted for publication



Preemptive endoluminal vacuum therapy to reduce anastomotic leakage
after esophagectomy: a game-changing approach?

C. Gubler,' D. Vetter,” H. M. Schmidt,” P. C. Miiller,” B. Morell,! D. Raptis,® C. A. Gutschow’

Gubler, Vetter, Gutschow Dis Esophagus 2018



Preemptive endoluminal vacuum therapy to reduce anastomotic leakage
after esophagectomy: a game-changing approach?

C. Gubler,' D. Vetter,” H. M. Schmidt,” P. C. Miiller,” B. Morell,! D. Raptis,® C. A. Gutschow’

- 19 consecutive patients with preemptive ENP for 4-6 days
- Anastomotic leakage 5% (1/20)
- Median CCI 20.9 (IQR 0-26.2))

Gubler, Vetter, Gutschow Dis Esophagus 2018
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MIC Ivor Lewis Osophagektomie
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Zusammenfassung

Therapie des Barrett-Karzinoms:

Chirurgischer Standard: Transthorakale Osophagektomie mit 2-Feld
LAD

Minimal-invasive Techniken trotz geringer Evidenz etabliert
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