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The GE Junction

« GEJ Adenocarcinoma Staging Workup — Role of Advanced Endoscopy

« Surgical anatomy of the GEJ

* Updates in Clinical Trial Data
« Surgical and Perioperative Perspective

* Ochsner Experience



The GEJ Junction

Table 1. Siewert classification of EGJ tumors

Siewert Description Surgical approach

Tumor center located between
I 5 and 1 cm proximal to the
anatomical cardia

Approached as esophageal or
EGJ cancer

Tumor center located between
Il 1 cm proximal and 2 cm distal
to the anatomical cardia

Approached as esophageal or
EGJ cancer

Tumor center located between
1] 2 and 5 cm distal to the Approached as gastric cancer
anatomical cardia




The GEJ Junction /A

Siewart Il



EUS Staging — The Surgeon’s View,

siructwre

= g A Pooled Pooled Pooled Pooled Pooled
v8 sensitivity (%) specificity (%) LR+ LR- DOR
. T1 8l 99.4 444 0.2 221.5
(77.8-84.9) {(99.0-99.7) (15.5-127.4) (0.2-0.4) (118.5-413.9)
T2 814 96.3 16.6 0.2 90.7
(77.5-84.8) (95.497.1)  (9.3-29.7)  (0.2-0.3)  (48.3-170.5)
T3 914 94 .4 125 0.1 145.2
(89.5-93.0) (93.1-955)  (7.7-203)  (0.1-0.2)  (90.3-233.4)
T4 924 97.4 254 0.1 250.0
(89.2-95.0) (96.6-98.0)  (13.7-47.0) (0.1-0.2)  (145.2-430.5)

LR+: Positive likelihood ratio; LR-: Negative likelihood ratio; DOR: Diagnostic odds ratio.



Is the GEJ Different? A

100 -

- m Correct
. m Understaged
. Overstaged

Overall TO(18) T1a(41) T1b(71) T2(21) T3(30)
(n=181)
EUS Depth

Percent

Dupar et al. Annals Thor Sur
2015.



Why Does It Matter?

Adeno-
carcinomas

TUMOR
CLASSIFICATION®

pTis™"N ————

pTia™" ——

Superficial
pTib™n

_

pT1b,NO™! —»

PRIMARY TREATMENT OPTIONS FOR PATIENTS
WHO ARE MEDICALLY FIT

Endoscopic therapies

(preferred):

End N

surveillance

« ER?

« ER followed by ablation®™Mm
= Ablation?

or

Esophagectomy®-d:tu.nn

Endoscopic therapies
(preferred):

> See ESOPH-A (4 of 5)

See Surgical Outcomes After
Esophagectomy (ESOPH-15)

End :

surveillance

«ER?
+ ER followed by ablation®™™|

or
Esophagectomy®:d:tu.ll

See ESOPH-A (4 of 5)

See Surgical Outcomes After
Esophagectomy (ESOPH-15)

End .

surveillance

ER followed by ablation®™™
or
Esophagectomy®d:t.u,nn

Esophagectomy®d::u.00

* See ESOPH-A (4 of 5)

TUMOR
CLASSIFICATIONY

(low-risk lesions:
<3 cm, well

cT1b—cT2,NO ’
differentiated)®

cT2,N0
(high-risk lesions:

Adeno- LVI, 23 cm, poorly
carcinomas{— | gifferentiated)
cT1b—cT2,N+ or
cT3-cT4a,Any N¥
cT4bP

—_—

PRIMARY TREATMENT OPTIONS FOR
PATIENTS WHO ARE MEDICALLY FIT

See Surgical Outcomes After
" Esophagectomy (ESOPH-15)

Esophagectomy®d:tu

Preoperative chemoradiation for planned ‘ See Response Assessment
esophagectomy (category 1) (preferred) * (ESOPH-14)

or

Perioperative N Catuo See Surgical Outcomes
chemgtherapyx = Esophag y o dLuPp After Esophagectom
or (ESOPH-186)

Definitive chemoradiation*¥ Follow-u

(only for patients who decline surgery) (See ESOPH-18)

See Response Assessment
(ESOPH-14)

Definitive chemoradiation*¥
or

Consider chemotherapy alone in the setting of invasion
of trachea, great vessels, vertebral body, or heart*

See Palliative Management (ESOPH-19)




EMR/ESD

* How can we definitively stage early GEJ Cancer?

a) ' (b) . ' . (c)




EMR/ESD /A

 What do we do with the information?

— T1a?

— 2T1b?
 LVI? Grade?

— Margin positive?



Updates in Neoadjuvant and . |
Adjuvant Therapy A
 FLOT

CROSS

Checkmate 577

NEO-AEGIS
ESOPEC



Treatment — Early Stage

«  FLOT4-AIO Trial T
~ FLOTvs ECF
— Docetaxel 50 mg/m2 + oxaliplatin 85 mg/m2 + ) o
leucovorin 200 mg/m2 + infusional 5-FU 2600 iy
mg/m2 over 24 hours administered every 2 weeks Nombere | § R

ECF/ECX 360(0) 287(2) 202(12) 126(55) 83(88) 33 (126) 9(148)

~  Studied FLOT x 4 cycle > Surgery - FLOT x 4

cycles %
—  FLOT compared to ECF: ¥
« Higher pCR (16% vs 8%) in phase Il portion : 1
* mOS 50m vs 35m (HR 0.77) E et T s TR i
- 3-year OS: 57% vs 48% " monssaoaas
: S

Number at risk Tima{mantie;

_ (number censored)
Al-Batran et al. Lancet. 2019. ECF/ECX 360(0) 215(7) 145(16) 90(50) 56 (78) 24(106) 6(124)
FLOT 356 (0) 241(6) 175(17)  102(70) 66(101)  35(129) 3 (160)




Treatment — Early Stage — Esophageal

e CROSS Trial

— Randomized resectable esophageal and GEJ
patients to surgery alone or chemoradiation

— Used carboplatin AUC 2 + paclitaxel 50 mg/m2
weekly x 5 weeks with 41.4 Gy XRT

— 75% adenocarcinoma

— RO resection 92% vs 69% (P<0.001)

—  pCR 29% of neoadjuvant CRT group

— mOS: 49.4 mvs 24.0 m (HR: 0.657, P=0.003)

Van Hagen et al. NEJM. 2012.

A Survival According to Treatment Group

Follow-up (ma)
No. at Risk
CRT +surgery 178 145 119 75 49 28
Surgery alo 188 131 94 62 33 17
T 366 276 213 137 82 45

B Survival According to Tumor Type and Treatment Group

08
0.74
0.6
0.54
04
0.3
0.24
AC,P=0.049
014 scc,p=0.011
0.0 7 T T T
L] 12 4 36 48 0
Follow-up (mo)
o. at Risk
AC, CRTesurgery 134 10: 87 53 34 18
AC, surgery alone 141 99 73 50 25 10
SCC, CRT+surgery 41 35 30 21 15 8
SCC, surgery alone 43 29 19 1 8 4
Total 359 270 209 135 82 40




CheckMate 577 Study Design

+ CheckMate 577 is a global, phase 3, randomized, double-blind, placebo-controlled trial®

Key eligibility criteria Primary endpoint:

» Stage lI/111 !EC/GEJC n = 532 Nivolumab « DFSe
. Ader_mocarcmoma or squamous cell e 240 mg Q2W x 16 weeks
carcinoma N =794 then 480 mg Q4W Secondary endpoints:
» Neoadjuvant CRT + surgical resection . OSf
(RO, performed within 4-16 weeks prior « OSrate at 1, 2, and
to randomization) 3 years
» Residual pathologic disease Pl b
- 2ypT1 or=ypN1 acebo i
zotemn —— I TR | Ceneny srceons
n =262 then Q4W :
Stratification factors * Safely
» Histology (squamous versus adenocarcinoma) * DMFs¢
+ Pathologic lymph node status (= ypN1 versus Total treatment duration + PFS2h
ypNO) of up to 1 yeard * QoL

* Tumor-cell PD-L1 expression (= 1% versus < 1%°)

« Median follow-up was 24.4 months (range, 6.2—44.9)
» Geographical regions: Europe (38%), United States and Canada (32%), Asia (13%), rest of the world (16%)

Kelly et al. NEJM. 2021.



Disease-Free Survival (DFS)

Nivolumab Placebo
100 (n =532) (n =262)
Median DFS, mo 22.4 11.0
80 - (95% CI) (16.6-34.0) (8.3-14.3)
HR (96.4% CI) 0.69 (0.56-0.86)
—
Q9 P value 0.0003¢
< 60
©
ff Nivolumab
O 40
20 - Placebo
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6P 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
No. at risk
Nivolumab 532 430 364 306 249 212 181 147 92 68 1 22 8 4 3 0
Placebo 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

Kelly et al. NEJM. 2021.



Treatment — Early Stage / ‘

Standard of care for early stage (2 T2 or N+, M0) gastric or GEJ
(Siewart 3 +/- 2) adenocarcinoma is:

FLOT x 4 > SURGERY - FLOT x 4

** Only for most fit patients
** For less fit patients, consider perioperative FOLFOX or CAPOX based on CLASSIC trial
- Data extrapolated from adjuvant CLASSIC trial

Standard of care for early stage esophageal (2 T2 or N+, M0) or GEJ
(Siewart 1 +/-2) SCC or adenocarcinoma is:

Chemoradiation (carboplatin + paclitaxel) > SURGERY - NIVOLUMAB

** For patients who do not achieve pCR



Treatment — Early Stage / .

Unanswered questions:

Is perioperative chemotherapy (i.e. FLOT) superior to
neoadjuvant chemoradiation (i.e. CROSS regimen) for
GEJ tumors?



Treatment — Early Stage

NGO-AEG I S trlal Patients with cgggzdf\ﬁ-%T.-N;E}Tcgaréo:ci;c;;?:s:;gi;h;:gﬁghagus or GEJ,
RANDOMIZATION
 Patients with adenocarcinoma A e ~ S
of esophagus or GEJ b ]
Cisplatin or Oxaliplatin | | Carboplatin | Sk
. . I ' o 41 4Gy/23
* Most patients in chemotherapy B e

SURGERY

arm received MAGIC regimen
(ECF) vs FLOT (1 57 vs 27) i SURGERY

1
SFluorouracil or Cupodlahinc|

FOLLOW-UP FOLLOW-UP

Primary Endpoint: Secondary Endpoints:
Owerall Survival Clinical and pathelogical respense rate/ Tumour Regression

Grode,/ Node-positivity/ Postoperative Pathelegical stoging/
Disecse-free survival/ Toxicity, Postoperative complications,”
Health Related Quality of life

Reynolds et al. ASCO Annual Meeting 2021.



Treatment — Early Stage

Neo-AEGIS trial;

« Estimated 3 year survival of
ChemoRT vs chemo:

— 56% vs 57%, HR 1.02
(95% Cl: 0.74-1.42)

* Authors concluded there was non-
inferiority between two approaches

Reynolds et al. ASCO Annual Meeting 2021.

RO (negative margins)

ypNO 44.5% 60.1%
Tumor regression grade 1 & 2 12.1% 41.7%
Pathologic complete S04 16%
response
Neutropenia (Gr 3/4) 14.1% 2.8%
Meutropenic sepsis 2.7% 0.6%
Postoperative in-hospital 30 30
deaths
Postoperative
PhaUmonia/ARDS 20%/0.6% 16%/4.3%
Anastomotic Leak 12% 11.7%
Clavien-Dindo > [II<V 23.6% 22%

© 2021 by American Society of Clinical Oncology




Treatment — Early Stage /A

Still unanswered question:

Is perioperative chemotherapy (i.e. FLOT) superior to neoadjuvant
chemoradiation (i.e. CROSS regimen)?

Well...
E FLOT > MAGIC Lots-ai0)
M MAGIC = CROSS (Neo-Aegis)
Then FLOT > CROSS ?27?
OR
FLOT = CROSS + Nivolomab??



Surgical and Perioperative Pers%

 Lots of operations to choose from...

 Which is best?



Surgical and Perioperative Perspec:V/A

 Lots of operations to choose from...

Total Gastrectomy

Ivor Lewis Esophagectomy
Mckeown Esophagectomy
Open

Lap

Robotic

Hybrid

Which is best?



Surgical and Perioperative Perspecii

All are tough...

Bodyweight (kg)

Average Operation 6 months

No. of patients 164 176 176 @
a Whole group "
5
i 50
=
. |
85 =
? 80
= 75 30
70
65
20
60
55 L—=
Average Operation 6 months
10
No. of patients
< 10% 132 132 1
210% n n n

Lagergen et al. BJS. 2009 B Precperative weight loss

Baseline

3 months

& months

9 months
Follow-up

12 months

18 months

24 months

(a)

(b)

(c)

(d)

(e)

(U]

HR-Qul domans with a significant dechne n short-term
HR-Qul score compared 1o bascline, that recovered 1o
baseline level at 12 months follow-up:

—e— Physical feacticnmg
—o— Role functioning
—+— Faigue

Dyspaca
== Appetite loss
—+— Truuble with coughing
Dy mouth
—#— Trouble with tasie

HR-QoL domain with a significant decline in long-term
HR-Qol score compared 1o baschine.
e Rty

HR-Qol domamns with a significant improvement in
long-term HR-QuL score compared to baseline:
== Emotional fanctioning

= Durrhea

HR-Qol domains with a significant improvement in short-
term HR-Qol. score compared 1o baseline, that remained
significantly improved after long-term follow-up:

= [Fysphagm

=+ (Mymophagia

HR-Qol domamn with a significanl improvement in short-
term HR-Qol. score compared to baseline, that became
significantly impaired afler long-term follow-up:

- Amuety
HR-Qol domain with a significant improvement in short-

term HR-Qol. score compared 1o baseline, that recovered
to baselme level during the short-term follow-up:

#— Trouble talking



Surgical and Perioperative PersW

 Prehab
* Perioperative ERAS
« Gl Survivorship

« Continued Shifting of Multimodal Therapy to the Neoadjuvant
Setting



Gl Cancer at the Benson Cancer Center

Saving More Lives: Relative 5-Year Cancer Survival

All Stages
100 -
mOH = SEER mLA Tumor Registry
a0
80
07 139% A 144% A

51% A~

60 4

% 5 Year Survival

Gastric Pancreas Esophageal Liver

Ochsner UGI Surgical Oncology Outcomes vs. National and Louisiana



Nathan
Bolton, MD
Surgical Oncology

Medical School: Louisiana State University
School of Medicine, New Orleans, LA

Residency: Ochsner Clinic Foundation,
MNew Orleans, LA

Fellowship: Icahn School of Medicine at
Mount Sinai Hospital, Mew York, NY

- Andrew
Newton, MD
L Surgical Oncology

Medical School: University of Maryland
Schoaol of Medicine, Baltimore, MD

Residency: University of Pennsylvania,
Philadelphia, PA

Fellowship: MD Anderson Cancer Center,
Houston, TX

Surgical Oncology at the Ochsner Clinic

Russell
. Brown, MD
Surgical Oncology

Medical School: University of Texas Health
Sciences Center School of Medicine, Houston, TX
Residency: Ochsner Clinic Foundation,

MNew Orleans, LA

Fellowship: Surgical Oncology,
University of Louisville, Louisville, KY

David
Pointer, MD
Surgical Oncology

Medical School: Tulane University
School of Medicine, New QOrleans, LA

Residency: Tulane University
School of Medicine, New Orleans, LA

Fellowship: Lee Moffitt Cancer Center
& Research Institute, Tampa, FL
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