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Esophageal Cancer 2023: Statistics

Estimated Mew Cases in 2023

%% of All Mew Cancer Cases

Estimated Deaths in 2023

%% of All Cancer Deaths

Percent of Cases by Stage

10%
19%

>
]

Hollings Cancer Center
An NCI-Designated Cancer Center

B Localized (19%)
Confined to Primary Site

B Regional (32%)
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Esophageal Cancer: Risk Factors

Adenocarcinoma { Squamous

 Male sex  Gender (M:F~ 3:1)

* Obesity * Tobacco abuse

* GERD ) * Alcohol abuse

* Barrett’s metaplasia ¢ * Race (AA 50% more likely vs.
* Smoking SN _%‘; Caucasians)

« EtOH R ST * Achalasia

* Lye ingestion
 Esophageal webs (Plummer-Vinson
syndrome)
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EC: Diagnostic/Staging Procedures

* CXR

e Barium swallow AN
v'EGD ﬂ
* Bronchoscopy 3

—upper and middle third lesions

v'CT chest and upper abdomen

v'Endoscopic ultrasound (EUS) - staging
accuracy ~ 85%

v'PET
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EC: Approach to the Patient

- Esophageal Cancer:

- Stage IAorIB: > N
* surgery “Q\
* definitive chemo + RT $€ }i
» Stage lIA to IlIC (T4a): = X

» perioperative FLOT
« chemo + RT = surgery 2 immunotherapy
» definitive chemo + RT

» Stage IV:

- if dysphagia - local therapy = chemo
(e.g. stent, RT only, feeding tube)

 if no dysphagia 2 systemic chemotherapy

EiMusC | Holings Cancer Center hollingscancercenter.musc.edu

Medical University

of South Carolina An NCI-Designated Cancer Center




EC: Periop Chemo - FLOT4 Study
Study Schema:

~

N\

{Gastric cancer or \
adenocarcinoma of

the gastro-esophageal
junction type I-ll|

Medically and
technically operable

* cT2-4/cN-any/cMO0 or

\ cT-any/cN+/cMO /

Stratification: ECOG (0 or 1 vs. 2), location of primary (GEJ type |
vs. type II/lll vs. stomach), age (< 60 vs. 60-69 vs. 270 years) and
nodal status (cN+ vs. cN-).

FLOT: docetaxel 50mg/m2, d1; 5-FU 2600 mg/m?, d1;
R leucovorin 200 mg/m?, d1; oxaliplatin 85 mg/m?, d1, every
two weeks

n=/16 ECF/ECX x3 - RESECTION - ECF/ECX x3

[ZO——|>O—‘I’|——|>;U—I(D]

ECF/ECX: Epirubicin 50 mg/m2, d1; cisplatin 60 mg/m?,
d1; 5-FU 200 mg/m? (or capecitabine 1250 mg/m? p.o.
divided into two doses d1-d21), every three weeks

Al-Batran, Lancet. 2019 May 11;393(10184):1948-1957
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EC: Pre-op CRT — CROSS Study
Study Schema:

. . ChemoIRT
Patients with AC or n » m

SCC esophageal CA
T1N1 or T2-3Nx, MO

N=364 »®§ Surgery alone
Enrolled 2004-08 n=188

Paclitaxel: 50mg/m2 ]-Days 1,8,15,22,29

Carboplatin AUC=2 Stratification: Endpoints:

RT: 41.4 Gy in 23 fractions Tumor type 1° : OS* & QoL

Surgery within 6 weeks of WHO PS 2° : pCR*, PFS,

ChemoRT completion N-stage toxicity* & costs
Study site

van Hagen, N Engl J Med. 2012 May 31;366(22):2074-84
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EC: Adjuvant Immunotherapy - CheckMate-577

Adjuvant Nivolumab following trimodality therapy:

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

Key eligibility criteria

» Stage II/1ll EC/GEJC n =532

* Adenocarcinoma or squamous cell g— Primary endpoint:
carcinoma N =794 . DFSe

* Neoadjuvant CRT + surgical resection
(RO,P performed within 4-16 weeks Secondary endpoints:
prior to randomization) . OSf

] Residual pathologic disease - OSrateat1, 2, and 3
- 2ypT1or = ypN1 years

—_

« ECOG PS 0-1 n=262

Stratification factors
Histology (squamous vs adenocarcinoma) )
Pathologic lymph node status (> ypN1 vs ypNO) Total treatment duration

» Tumor cell PD-L1 expression (= 1% vs < 1%€) of up to 1 yeard

» Median follow-up was 24.4 months (range, 6.2-44.9)2

« Geographical regions: Europe (38%), US and Canada (32%), Asia (13%), rest of the world (16%)

Kelly et al. Ann. of Oncol. (2020) 31 (suppl_4): S1142-S1215
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EC: Periop Chemo vs. ChemoRT — ESOPEC Study

ESOPEC Trial Scheme

Preoperative Postoperative
Chemotherapy Chemotherapy
—_—
5-FU, Leucovorin, 5-FU, Leucovorin,
Oxaliplatin, Docetaxel 4-6 Oxaliplatin, Docetaxel

4 cycles in 8 weeks M 4 cycles in 8 weeks

discharge

Neoadjuvant
Chemoradiation

—_—

41.4 Gy 4.6
Paclitaxel/Carboplatin  weeks
5 cycles in 5 weeks

Hoeppner et al. J. Clin. of Oncol. Vol. 42 (Suppl_17): LBA1
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EC: Periop Chemo vs. ChemoRT — ESOPEC Study

Overall Survival - ITT Population

1001 Randomized treatment
FLOT
CROSS
80 - : !
= Median follow-up: 55 months Events
> 604 Median
g 0S
- time
© 40 - |
o (months)
>
o
3-year
20 ~ oS
HR 0.70 (0.53-0.92)* p=0.012
rate :
0 - S-year
T ) |  § : ) 1 1 § T  § OS
0 12 24 36 48 60 72 84
e rate
Months from randomization
FLOT 221 172 124 107 24 11 0
CROSS 217 146 113 92 54 32 15 0

Hoeppner et al. J. Clin. of Oncol. Vol. 42 (Suppl_17): LBA1

Medical University
of South Carolina
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EC: Periop Chemo vs. ChemoRT — ESOPEC Study

Progression Free Survival = ITT Population

Randomized treatmen
FLOT FLOT
~ CROSS
&£ 80 ,
s Median follow-up: 55 months Events | 107
- L J
£ _
- -4 .
3 s Median
g pFs | 38
:_.:. - 95% ClI
Q 40 - time 21 -ne
Iy (months)
m e .
E et Pl pas " e
o PFS 51.6%
HR 0.66 (0.51-0.85)* p=0.001 e
0 5-year
T 1 4 1 1 4 T 1 4 T 1 4 Py
0 12 24 36 48 60 72 84 PFS | 44.4%
Months from randomization rate
FLOT 39 10 93 73 19 11 0
CROSS 217 113 78 62 39 22 gl 0

Hoeppner et al. J. Clin. of Oncol. Vol. 42 (Suppl_17): LBA1
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EC: Curative Therapy

My approach:

« T2 (diffuse histology) or greater
« Any N+
* Definite surgery?

« FLOT - surgery 2 FLOT

 Borderline surgery? - CRT - immunotherapy
* Question... role of immunotherapy in the

perioperative setting?

hollingscancercenter.musc.edu




EC: Approach to the Patient

- Esophageal Cancer:

- Stage lAoriIB: > ‘N

* surgery

* definitive chemo + RT }i
« Stage IlA to llIC (T4a): = \

» perioperative FLOT
« chemo + RT = surgery 2 immunotherapy
» definitive chemo + RT

» Stage IV:

- if dysphagia - local therapy = chemo
(e.g. stent, RT only, feeding tube)

 if no dysphagia 2 systemic chemotherapy

EiMusC | Holings Cancer Center hollingscancercenter.musc.edu
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Esophageal Cancers

Metastatic Disease

éMUSC i hollingscancercenter.musc.edu




EC: Perspectives on Systemic Treatment

Treatment of Advanced Esophageal Cancers

: Targeted
Platinum agents therapies
Taxanes
5-FU
cornerstone Oxaliplatin
of therapy Irinotecan

Gemcitabine
Docetaxel

1960°s 1990’s 2000’s 2004

IMMUNO THERAP

éMUSC
Medical University

Hollings Cancer Center
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EC: Systemic Therapy Menu

CHEMOTHERAPY
5-FU, capecitabine
Platinums — oxaliplatin, carboplatin, N

cisplatin
Taxanes — paclitaxel. docetaxel i
Irinotecan

Trifluridine/tipiracil IMMUNOTHERAPY

 Nivolumab

TARGETED THERAPY e Pembrolizumab
* Trastuzumab HER-2 |* Tislelizumab
 Trastuzumab deruxtecan

e Ramucirumab - VEGF
Zolbetuximab — CLDN18.2

ElMusc | Hollings Cancer Center hollingscancercenter.musc.edu

Medical University
of South Carolina

An NCI-Designated Cancer Center



HER2 Receptor: DESTINY-GastricOl

Humanized HER2 IgG1 mAb with
same AA sequence as
trastuzumab

o
Tetrapeptide-based cleavable linker "
0:
o
o H o M o H
MfM)LN'\r"JLN’dN\/%AUWN
o H o oo d?ﬂ o
Ny

N
0
B Cysteine residue ""'TH
{0 Drug/linker 2V
E NG
o
Topoisomerase | inhibitor (DXd) payload o

(exatecan derivative)

" Multicenter, open-label, randomized phase Il study

Stratified by region (Japan vs Korea), ECOG PS
(0 vs 1), HER2 status (IHC 3+ vs IHC 2+/ISH+)

|

Adult patients with HER2+* / (n = 126)
locally advanced or

metastatic gastricor GEJ  Randomized
cancer that progressed on 2:1 S P e

> 2 prior regimens' \ Irinotecan 150 mg/m? every 2 weeks or
(N = 188)

Paclitaxel 80 mg/m? Days 1, 8, 15 every 4 weeks
(n=62)

*HER2+ hased on IHC 3+ or [HC 2+/ISH+ according to ASCO/CAP guidelines.
*Prior regimens included fluoropyrimidine, a platinum agent, and trastuzumab or approved biosimilar.

" Primary endpoint: ORR by ICR (RECIST v1.1)

Until PD,

— unacceptable AEs,

or pt withdrawal

Shitara, N Engl J Med 2020; 382:2419-2430
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].OO" %
90+
Median
9 80+ . Overall
& 704 | No. of Deaths/ Survival
= | No. of Patients (95% CI)
a 604 '
;.6 : mo
o 504 : Trastuzumab 62/125 12.5 (9.6-14.3)
50 : Trastuzumab Deruxtecan
e 40+ | deruxtecan - :
v : ety Physician’s Choice 39/62 8.4 (6.9-10.7)
3 30+ ' o of Chemotherapy
204 E ' | Hazard ratio for death, 0.59
10 : Physician's choice L ) (95% Cl, 0.39-0.88)
i : of chemotherapy P=0.01
0 I 1 | ; 1 | 1 1
0 3 6 9 12 15 18 21 24
Months
No. at Risk
Trastuzumab deruxtecan 125 115 88 54 33 14 7 3 0
Physician's choice 62 54 37 19 10 2 2 0 0
of chemotherapy

Shitara, N Engl J Med 2020; 382:2419-2430

éMUSC Hollings Cancer Center hollingscancercenter.musc.edu

An NCI-Designated Cancer Center

of South Carolina




CLDN18.2: SPOTLIGHT Study

Study Design: SPOTLIGHT

Global?, Randomized, Double-blinded, Placebo-controlled, Phase 3 Trial

Key Eligibility Criteria

» Previously untreated LA
unresectable or mG/GEJ - olbe ab 800/6009 mg » olbe ab 600 mg a
adenocarcinoma Planned :

= CLDN18.2+ (= 75% of Wl
tumor cells demonstrating b X 4 (42 days : X 42 da
moderate-to-strong CLDN 18 (
membranous staining)® *

+ HER2-¢

« ECOG PS 0-1 Placebo Q Placebo &

Stratification Factors ULFOAE e B acic Q

» Region (Asia vs non-Asia)

« Number of organs w/
metastases (0-2 vs 2 3)

= Prior gastrectomy (yes vs no)

J

Secondary Endpoints

Primary Endpoint Key Secondary Endpoints

+ OS + TTCD in GHS/QoL, * ORR! + Safety
PF, and OG25-Pain « DOR! « PROs

*Study was conducted at 215 sites in 20 countries across Australia, Asia, Europe, N. America, and S. America; *By central IHC using the VENTANA CLDN18 (43-14A) RxDx Assay (for Investigational Use
Only; Roche); “By central or local HER2 testing; “800 mg/m? at cycle 1 day 1 followed by 600 ma/m? on cycle 1 day 22 and days 1 and 22 of subsequent cycles; At discretion of investigator, "Per RECIST
version 1.1 by independent review committee

MADRID ONEress  Shitara K etal Lancet 2023,401(10389) 1655-1668
M Dr. Jaffer A. Ajani Content of this presentation is copyright and responsibility of the author. Permission is required for re-use
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CLDN18.2: SPOTLIGHT Study

A
100 Number Number Mediano
of of survival
Sahtn patients events (months)
arverall f”'v'v‘ﬂ —— Zolbetuximab + mFOLFOX6 283 149 1823
80 Placebo + mFOLFOX6 282 177 15-54
HR for death 0-75 (95% CI 0-60-0-94); p=0-0053
=
> —
3 60
=2
= 24-month
o .
> overall survival
é \\-"K :
5 4
= 40
=3
o% 36-month
overall survival
Li L IE 21!! L L '
20_. M IIIIE " L] ] ll
O ] 1 1 1 ] I 1 | 1 I I ; 1 1 1 I I ) I 1 ] L] I ; 1 1 I ] I I 1 1 1 I I ; 1 1 i ] ] I 1
0 1 2 3 4 s 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

Number at risk
Zolbetuximab+ 283270264255251 241233217 196178 164152 146135125117 107 93 83 75 70 67 62 S8 49 42 34 32 30 27 23 20 15 15 13 13 g9 8 y 3 7 6 4 1 0

mFOLFOX6
Placebo+ 282277 271 266253 242224210197 183164152 139129108101 85 77 64 60 49 42 40 36 34 30 25 21 18 17 1s 9 8 7 6 5 2 0 0O O O 0 O

mFOLFOX6

0
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Immunotherapy: RATIONALE-305 Study

Study Design

Randomized, double-blind, global phase 3 study

Initial up to 6 treatment cycles®

Primary endpoints
OS in PD-L1+ (PD-L1 score 25%") and ITT analysis set

TR R AT
o

Key eligibility criteria: il 00 mg IV Q3W
» Histologically confirmed - +chemo (XELOX or FF y
G'C/GE?JC : St maRs S et Secondary endpoints®
PFS. ORR, DoR, DCR, CBR, TTR, HRQoL, safety
« Exclude patients with Maintenance treatment until unacceptable
HER2-positive tumors toxicity or disease progression 533 &30
N il f Stratification
el il ) oy « Region of enrolment
unresectable, locally advanced - :
or metastatic GC/GEJC - Peritoneal metastasis
« PD-L1 score (PD-L1 25% vs <5%?")
« Investigator’s choice of chemo

Statistical considerations:
«If OS in the PD-L1+ analysis set is statistically significant, OS in the ITT analysis set is tested hierarchically

* An interim analysis was performed based on 291 actual observed events for the PD-L1+ analysis set, and the
updated one-sided P value boundary was 0.0092

ElMusc | Hollings Cancer Center hollingscancercenter.musc.edu
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EC: Systemic Therapy Menu

CHEMOTHERAPY
5-FU, capecitabine
Platinums — oxaliplatin, carboplatin, N

cisplatin
Taxanes — paclitaxel. docetaxel i
Irinotecan

Trifluridine/tipiracil IMMUNOTHERAPY

 Nivolumab
TARGETED THERAPY

* Pembrolizumab
JraStuzumab } HER-2 jl"islelizumab
Trastuzumab deruxtecan
jamucirumab - VEGF
Zolbetuximab — CLDN18.2

ElMusc | Hollings Cancer Center hollingscancercenter.musc.edu

Medical University
of South Carolina

An NCI-Designated Cancer Center



EC: Metastatic Disease

My approach:
« Esophagus

« MSI

« HER-2

 PD-L1

« CLDN18.2
* 1St line — 5-FU/Platinum =% trastuzumab
« 2"d.line — paclitaxel + ramucirmab

— trastuzumab-deruxtecan (HER-2+)
— irinotecan
— ramucirumab
« 3Jrd-line — whatever is left
— trifluridine, tipiracil

munotherapy

&
\\
—

éMUSC Hollings Cancer Center
Med University
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Conclusions

« Curative esophageal cancer therapies are well
established, however clinical outcomes need
improvement

« Targeted therapies (i.e. HER-2 & VEGF, CLDN18.2)
are a validated treatment approach in the advanced
disease setting

 Immunotherapies are approved in the adjuvant and
advanced settings but benefits are modest

« Optimizing treatment lines is an ongoing process
in the advanced setting

* Novel treatment approaches remain a priority

éMUSC Hollings Cancer Center hollingscancercenter.musc.edu
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Questions
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