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Esofago de Barrett

Esofagitis eosinofilica
ERGE, acalasia = Dr. Christian Von Muhlenbrock
Terapéutica esofagica - Dr. Rodrigo Mansilla
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Esofago de Barrett: Resumen Estado del Arte en el DDW2024

Epidemiologia: 10-15% (13% Latam) de los pacientes con ERGE. Es mas
comun en hombres, >50 afnos. Prevalencia aumentando, posiblemente por
la obesidad y el tabaquismo.

Diagnéstico: Endoscopia de alta calidad (incluye IA), con biopsias
multiples para confirmar la presencia de MI. Se clasifica segun la
presencia de displasia, un factor de riesgo para la progresion a ACE.
Estudios no invasivos con biomarcadores (p53) y formas de
identificar mejor el riesgo de progresién

Tratamiento: Controlar el ERGE con cambios en el estilo de vida (dieta,
pérdida de peso, evitar fumar) y medicamentos como IBP. En casos
seleccionados con displasia se considera el tratamiento endoscopico
(reseccion y/o ablacion) como la primera opcidn para prevenir la progresion
a ACE. Requiere seguimiento de largo plazo.
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# Thieme

High quality Barrett’s endoscopy: inspection time is a critical
component
Referring to Vithayathil M et al. p.491-498

Authors
Madhav Desai’, Prateek Sharma?-?

Institutions

1 Division of Gastroenterology, Hepatology and Nutrition,
Department of Medicine, University of Minnesota
Medical Center, Minneapolis, Minnesota, United States
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School of Medicine, Kansas City, Kansas, United States
Department of Gastroenterology, Kansas City VA
Medical Center, Kansas City, Missouri, United States

Madhav Desai Prateek Sharma

Clean Define Perform Measure

Clear Prague High quality BIT
debris/saliva E (C&M) class E HDWLE and E .
Tmin/cm

from esophagus IEE exam

> Fig.1 Components of a high quality Barrett’s endoscopy. C&M, maximum circumferential length and maximum Barrett’s length; HDWLE,
high definition white-light endoscopy; IEE, image-enhanced endoscopy; BIT, Barrett’s inspection time; NDR, neoplasia detection rate.

Endoscopy 2023; 55: 499-500
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DOMAIN-SPECIFIC DATA AUGMENTATION FOR ROBUST DEEP- [ e e o
LEARNING SYSTEMS IN ENDOSCOPY ErTETeee

M.R. Jong', C.H.J. Kusters?, Q.N.E. van Bokhorst!, J.B. Jukema', R.A.H. van Eijck van Heslinga', K.N. Fockens', B. Houwen', B T.J.M. Jaspers?, T.G.W. Boers?, M.
van der Vlugt', E. Dekker’, F. van der Sommen?, P.H. de With?, A.J. de Groof', J.J. Bergman' on behalf of the BONSAI Consortium

CONSORTIUM 2. Department of electrical engineering, TU Eindhoven, Eindhoven, The Netherlands

BONSA| 1. Departmentof Gastroenterology and hepatology, Amsterdam UMC, Amsterdam, The Netherlands

Background Methods

Single-setting Multi-setting
training set training set

Test on all Test on all
settings settings
Results

S « Performance of existing Al systems in
i Trained with Metric Perf”ma"‘e."'a”ab'“t"’ endoscopy may vary significantly based on the
Range (min-max) post-processing enhancement settings used in
L A Sensitivit 9% (83-92 different endoscopy units.
g Slng! e_ setting d ( ) « Domain-specific data augmentation,
training set Specificity 7% (84-91) encompassing a range of enhancement

: . settings, can effectively mitigate this variability,
o . " Multi-setting Sensitivity 2% (89-91) ensuring consistent and robust Al performance 7T
. oy training set Specificity 1% (90-91) across diverse endoscopic centers. ! ! Dw
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Lesion detected
+ Endoscopic Al systems are often developed ————
in standardized expert centers. In routine

practice, image heterogeneity is common.

High-contrast setting

+ A primary source of this variability is the
diversity of post-processing enhancement
settings of modern endoscopy platforms.
Current Al systems may be poorly adapted
to these settings.

+ This study aims to assess the influence of Low-contrast setting Lesion missed
various enhancement settings on accuracy ORE 0
of endoscopic Al applications and to
evaluate strategies to improve performance
stability.

CADe

*e e

014
1-Specificity
Mail: m.jong3@amsterdamumec.nl




Ll’IJ Amsterdam UMC

EVALUATING GRAPHICAL USER INTERFACES FOR COMPUTER-
AIDED DETECTION OF BARRETT’S NEOPLASIA

J.B. Jukema', M.R. Jong', C.H.J. KustersZ, R.A.H. van Eijck van Heslinga', T.G.W. BoersZ, B T.J.M. Jaspers?, K.N. Fockens', J.A. van der Putten?, R.E. Pouw', L.C. Duits',
F. van der SommenZ, P.H. de With?, A.J. de Groof', J.J. Bergman' on behalf of the BONSAI Consortium.

BONSA| - Departmentof Gastroenterology and hepatology, Amsterdam UMC, Amsterdam, The Netherlands
CONSORTIUM 2. Department of electrical engineering, TU Eindhoven, Eindhoven, The Netherlands

Methods

+ The surge of artificial intelligence (Al)
applications has currently not been matched
with thorough investigation of endoscopist-
Al interaction.

« Our recently developed computer aided
detection (CADe) system for Barrett's
neoplasial improved detection rates of
endoscopists in an ex-vivo study.

Classification performa

Metric Bounding

+ However, endoscopists with CADe
assistance did not reach the level of the
CADe system in a stand-alone setting. This

may be due to lack of onboarding and e
suboptimal endoscopist-Al interaction. \
+ The aim of this study was to compare two w
graphical user interfaces (GUI) for a CADe g
system for Barrett's neoplasia. assessment /

NEOPL ASIA SCORE: 0.8642000406586705 g 37 endoscopists hig

SRR \

Results Conclusion

Localization performance + No differences found for classification and

localization performance.
+ Majority of endoscopists (23/37) preferred

Bounding

Fox Heatmap p-value

hiv Heatmap p-value . N heatmap.
Soft spot 97% 97% 0.09 + Possible reasons for outcome include small
Sensitivity 83% 83% 0.29 (IaR) (93-97) (95-100) sample size of subtle lesions, lack of
(IQR) (74-89) (71-89) Plausible 93% 94% 5 onboarding or simply no difference between
Specificity 86% 86% - spot (IQR) (90-96) (91-96) i Ellls
(IQR) (74-94) (74-91) Sweet spot 72% 75% i
(IQR) (68-77) (70-80) )

Mail: m.jong3@amsterdamumc.nl
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Biomarker Risk Stratification Using the (
Capsule Sponge for the Surveillance of
Barrett’s Esophagus: Interim Results from
UK real-world implementation pilots

W. Keith Tan*, Massimiliano di Pietro, Maria O’'Donovan, Craig Vickery, Nicola Gogin, Ita Boyle, Evelyn

Caspillo, Jacquelyn Harvey, Kim Shaw, Danielle Morris, Rebecca C. Fitzgerald

*Cancer Research UK Clinical PhD Fellow & Honorary Fellow in Gastroenterology,
Early Cancer Institute, University of Cambridge, Cambridge, UK

Early Cancer [ UNIVERSITYOF 3™ cancer | cameroce  (YDDW2024

RESEARCH CENTRE Digestive Disease

Institute §P CAMBRIDGE it U | e e 2
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Introduction

* Endoscopic surveillance with the Seattle biopsy protocol is Cytosponge
recommended for Barrett’s Esophagus (BE)%?

* Seattle protocol is time consuming, prone to sampling error and
expensive

+ Endosign

* Capsule sponge devices can sample the entire esophagus quickly and
be used for screening for BE?34

* Whether capsule sponge devices could be used for surveillance has
not been extensively evaluated

Fitzgerald et al. Gut 2014
Ea I‘|y Cancer Shaheen et al. ACG 2022

1)
2)
. 3) Kadri et al. BMJ 2010
Institute 4) Fitzgerald et al. Lancet 2020
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Compartir

# Cytosponge - Early detection for oesophageal cancer
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Prof Rebecca C Fitzgerald
MRC Cancer Unit, Hutchison-MRC Costo aprox: $200-500

Research Centre, University of Cambridge,
Cambridge CB2 0XZ, UK
rcf29@cam.ac.uk
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Proteina supresora de tumores p53
— Factor independiente de riesgo de progresion hacia DAG/ACE

Abnormal p53 predicts risk of progression in patients with Barrett’s esophagus

Study
Design

Create and validate
P53 IHC scoring criteria

s

Retrospective Testing Cohort
m p53-Abnl = p53-NL

Endoscopic biopsies from
patients who progressed had
a higer percentage of p53
abnormalities

NDBE Baseline

Prospective Validation Cohort

p53 abnormal patients had
a higher rate of progression

All Patients

-

=3

o
I

Baseline diagnosis
at cohort entry from:

[l index endoscopy
B surveilience endoscopy for NDBE
IIE Surveillence endoscopy for BE-LGD

Prospective Validation Cohort

i

Baseline diagnosis

646 NDBE 389 BE-IND 414 BE-LGD

Retrospective Testing Cohort
Patient baseline diagnosis
358 NDBE 56 BE-IND 1147 BE-LGD

Non-progressors Progressors
LGD Baseline

o T T T

p53 Oyr 2yr 4yr 6yr
—— p53-NL 956 474 132 20
--—--p53-ABNL 444 101 16 2

Non-progressors

$

IND Baseline

179 Prog 30 Prog 103 Prog
179 Non-Prog| 26 Non-Prog |44 Non-Prog

=

Prospective Validation Cohort
Patient baseline diagnosis

| 646 NDBE 389 BE-IND 414 BE-LGD |

NDBE
Hematoxylin
and eosin stain

-]

Progression free survival

Non-progressors Progressors Progressors

Gastroenterology

s
e ol

v" La IHC-p53 podria considerarse en biopsias de todos los pacientes con EB
2 (o 8aR0

v Puede ayudar a identificar pacientes con EB no displasico que pueden 4 ‘;-
beneficiarse de vigilancia mas intensiva 2% i Sy N

Abhormal nuclear pattern Abnormal absent pattern

Redston M, et al. Abnormal TP53 Predicts Risk of Progression in Patients With Barrett's Esophagus Regardless of a Diagnosis of Dysplasia.
Gastroenterology 2022;162(2):468-481
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endoscopic Barrett's oesophagus surveillance: a cross- il P ——— e SChGE
sectional study followed by a real-world prospective pilot
as Dagny Pionis*, Sarah Killcoyne* eith Tan, Maria 0'Donovan, Shalini Malhotr ika Tripathi, Ahmad Miremadi . .

Bl e adipms e i Lancet Oncol 2022; 23: 270-78

Irene Debiram-Beecham, Tara Evans, Rosemary Phillips, Daniefle L Morris, Craig Vickery, Jon Harmison, Massimiliano di Pietro,
Jacobo Ortiz-Fernandez-Sordo, Rehan Haidry, Abigail Kemidge, Peter D Sasieni, Rebecca C Fitzgerald

[ Non-dysplastic Barrett's oesophagus
Cytosponge test [ Low-grade dysplasia
[ High-grade dysplasia or intramucosal cancer

v v ] n=17

= Atypia or p53 over-

expression, or both n=7
v v

No clinical risk factor Clinical risk factor

»Barrett's oesophagus maximum length >10 cm
or circumferential length >6 cm

«Barrett's oesophagus maximum length >5 cm or
circumferential length =3 cm and male sex or High risk
age >60 years

h 4 ¢ h 4

Low risk Moderate risk High risk ) . .
- Cytosponge - More frequent cytosponge or alternated with «Endoscopy referral Proportion of patients (%)

surveillance endoscopy

Moderate risk

Figure 3: Summary of dysplasia status in each risk group

Interpretation Cytosponge atypia, p53 overexpression, and clinical risk factors (age, sex, and segment length) could be
used to prioritise patients for endoscopy. Further investigation could validate their use in clinical practice and lead to
a substantial reduction in endoscopy procedures compared with current surveillance pathways.
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Aims
* Prospectively validate risk stratification biomarkers on a BE surveillance
cohort not enriched for dysplasia

DELT Early detection of _ et
oesophageal cancer ~
- _A,
IS

S0

-

NHS England Capsule Sponge
Implementation Pilot

Early Cancer
Institute
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Early detection of
oesophageal cancer

Methods & Design

5 tertiary and community
hospitals

Outcomes
* Primary: PPV and NPV for
dysplasia/cancer according to risk

Prospective cohort study

- DELTA (integrateD diagnostic solution for Early deTection of
oesophageal cAncer)

- NHS England Capsule Sponge Implementation Pilot groups

Secondary: PPV for individual high-risk
biomarker group for a diagnosis of
dysplasia/cancer

Eligibility criteria
* Any BE undergoing surveillance

2020-2022 * No prior endoscopic treatment

Intervention
Capsule sponge + risk stratification, and follow-up endoscopy
as per clinician’s discretion, but recommendations:

* Low Risk -> 2-3 years
* Moderate Risk -> 12-18 months
* High Risk -> urgent endoscopy (<6 weeks)

Early Cancer
Institute




CODDW2024 44

Digestive Disease Week®
MAY 18-21, 2024 | WASHINGTON, D.C.
EXHIBIT DATES: MAY 19-21, 2024

Atypia and p53 Correlates with Dysplasia/Cancer

Resultados: 326 pacientes, 52.8% bajo riesgo; 28.5% riesgo moderado y 18.7% alto riesgo.
El VPP (valor predictivo positivo) grupo alto riesgo para displasia fue 44.3%

Dentro de la categoria de alto riesgo, el VPP para displasia cuando p53
y atipia fueron positivos fue del 92.8% (13/14).

El VPN para displasia en pacientes de bajo riesgo fue 98.3% (169/172), con un 1.7%
(3/172) presentando displasia (1 LGD, 1 displasia criptoglandular, 1 HGD) después de un
seguimiento promedio de 351 dias.

El VPN para riesgo moderado fue del 96.8% (90/93), con un 3.2% (3/93) que presentd
displasia (2 LGD y 1 HGD). No hubo casos de cancer intramucoso/invasivo en los grupos
de bajo y moderado riesgo

T

,O Early Cancer
Institute

= Vil 72
Atypia

O
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Next Steps

* Aim to gather ~¥600 cases who had capsule sponge and follow-up
endoscopy results available

* Comparing dysplasia detection rates of patients who swallowed
capsule sponge to a propensity score matched counterfactual cohort
* Barrett’s surveillance cohort who has not swallowed capsule sponge
* Aiming for 1:1 match (~600 cases)

Early Cancer
Institute
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The Tissue Systems Pathology Test
Enables Risk-Aligned Management
For Patients With Barrett’s Esophagus

Lucas C. Duits', Amir M. Khoshiwal', Jon M. DavisonZ?, Prashanthi N. Thota?3,
John R. Goldblum?, David L. Diehl*, Harshit S. Khara*, Gary W. Falk®, Christian Smolko®,
Meenakshi Arora®, Jennifer J. Siegel®, Rebecca J. Critchley-Thorne®’, and Jacques J. Bergman™

1Amsterdam University Medical Centers, Amsterdam, The Netherlands; 2University of Pittsburgh School of Medicine, Pittsburgh, PA, USA; *Cleveland Clinic, Cleveland, Ohio, USA;
“Geisinger Medical Center, Danville, PA, USA; SPerelman School of Medicine University of Pennsylvania, Philadelphia, PA, USA; 8Castle Biosciences, Inc., Pittsburgh, PA, USA

gmate,ki umc @ Bivaburgh ==« .4 Cleveland Clinic Geisinger SrErsiman CASTLE
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Clinical needs in the management of Barrett’s
esophagus

Endoscopic Barrett’'s esophagus (BE) surveillance to detect and treat dysplasia and
esophageal adenocarcinoma (EAC) at an early stage'?

Current risk stratification based on pathology diagnosis and clinical factors®#
Effective endoscopic eradication therapy (EET) is available34
However, endoscopic surveillance does not impact EAC incidence nor improves survival rates®

Precision medicine tools needed to improve risk stratification and enable risk-aligned
management:

® e o o o
High-risk BE patients .ﬁ 'ﬂ‘ﬂ' & Low-risk BE patients
Short interval surveillance = .ﬂ ﬂ = Long interval
or EET *ﬁ ﬁ ﬁ e surveillance

'Shaheen NJ et al. Am J Gastroenterol. 2022;117(4):559-587; 2 Muthusamy VR et al. Clinical Gastroenterology and Hepatology. 2022;0(0).
IKambhampati S et al Sc/ Rep. 2020;10:4899; ‘Desai M et al., Aliment Pharmacol Ther. 2021;54(3):222-233; 5Cancer Facts & Figures 2023, American Cancer Society.
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The Tissue Systems Pathology Test Outperforms Pathology
Review in Risk Stratifying Patients With Low-Grade Dysplasia

Amir M. Khoshiwal," Nicola F. Frei,' Roos E. Pouw,” TissueCypher SURF LGD Study
Pathologists Consortium, Christian Smolko,” Meenakshi Arora,” Jennifer J. Siegel,’
Lucas C. Duits,' Rebecca J. Critchley-Thorne,” and Jacques J. G. H. M. Bergman'

'Amsterdam UMC location University of Amsterdam, Department of Gastroenterology and Hepatology, Amsterdam, The
Netherlands; >Amsterdam UMC location Vrije Universiteit Amsterdam, Department of Gastroenterology and Hepatology,
Amsterdam, The Netherlands; and *Castle Biosciences, Inc, Pittsburgh, Pennsyivania

-]

An automated tissue systems pathology test (TSP-9) objectively risk stratifies
Barrett’s esophagus patients with low-grade dysplasia

Patient Cohort

TissueCypher
s ® ———

Objective
stratification
for risk of

HGD/EAC

TSP-9 test
detected
significantly more
progressors than
the average
pathology review
(71% vs 63%,
p=0.01186)

154 Barrett's (BE)
patients with
community-based
diagnosis of LGD
24 progressed to
HGD/EAC within
5 years

7

30 pathologists
5 countries

4

Pathology review
varied widely
kappa = 0.39

-> ->

Gastroenterology
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EDITORIALS

TSP-9: A Barrett’s Esophagus Biomarker Better Than
Pathologists?

‘mu
iy

Inthis issue of Gastroenterology, the authors extended the
prior analysis of the SURF data by recruiting a total of 30
pathologists (14 expert and 16 community) from the
Netherlands, Belgium, Germany, the UK, and the United States
toreview the index specimens.'? Of the 154 patients included,
24 progressed to HGD or cancer within 5 years. Clinical
features of age, sex, and Barrett's esophagus length did not

At mmnrmaneian Barnaet cathalacicte had anhe ceadaes

See “The tissue systems pathology test
outperforms pathology review in risk stratifying
patients with low-grade dysplasia,” by
Khoshiwal AM, Frei NF, Pouw RE, et al, on
page 1168.
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The tissue systems pathology test (TissueCypher, TSP-9)
has been validated to risk stratify patients with BE

5 independent clinical validation studies and pooled analyses have demonstrated that:
» The TSP-9 test predicts incident progression to HGD and EAC;
« And predicts presence of prevalent HGD/EAC, in patients with BE'-7.

Automated Multiplexed Whole Slide \ TissueCypher TissueCypher \
Immunofluorescence Fluorescence Scanning Image Analysis Risk Classifier
Labeling of 9 Biomarkers 15 Features

: - Scaled & Weighted*
> 15 Features 0
' ; automatically Risk Score*

| extracted by
image | — |

!

analysis

High Risk
software

(6.4-10)

1Critchley-Thorne RJ, et al. Cancer Epidemiol Biomarkers Prev 2016;25:958-968; 2Critchley-Thorne RJ, et al. Cancer Epidemiol Biomarkers Prev 2017,26:240-248; *Davison JM,
et al. Am J Gastroenterol 2020;115:843-852; 4Frei NF, et al. Clin Trans! Gastroenterol 2020;11:00244; 5Frei NF, et al. Am J Gastroenterol 2021:116:675-682; Slyer PG, et al. Clin
Gastroenterol Hepatol 2022;51542-3565(22)00190-2; "Davison JM, et al. Clin Transl Gastroenterol 2023;14:e00631.
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Use of TSP-9 increased appropriate management in
progressors and non-progressors

All Patients Progressors Non-Progressors
P < 0.0001 P = 0.008 P < 0.0001
FE—— — — 8 | | | — |

3
8
8

78.6%

75.3% &

> 66.3%

505% 9P
&

g8 8
g8 8
g 8

B
o
B
o
5
o

N
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N
o

r
o
% of Patients Receiving

Appropriate Management

o€
£ g
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m
x5
23
o2
$3
58
* g

% of Patients Receiving
Appropriate Management

o
o
o

| | | [ | |

Real-world TSP-9 Real-world TSP-9 Real-world TSP-9
Guided Guided Guided

<1y surveillance or EET 3-5y surveillance
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Conclusions and Implications

+ Use of TSP-9 results demonstrated broad clinical utility

« Significantly improved the likelihood of receiving appropriate management for:
* Progressors and non-progressors with BE;
+ Patients with NDBE;
+ Short and long segment BE.

Use of TSP-9 Impact on health outcomes

1% of progressors receiving EET | incidence & mortality
or short interval surveillance of EAC

1% of non-progressors managed | unnecessary use of EET &
by long interval surveillance overuse of endoscopic surveillance




Tratamiento Endoscopico de Barrett 2024

Endoscopica Resectivas (EMR/ESD) +
Ablativas (RFA/Crioablacion/APC)

\ Barrett's

\\ esophagus
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Gastroenterology 2024;166:1020-1055

GUIDELINES

AGA Clinical Practice Guideline on Endoscopic Eradication ®
Therapy of Barrett’s Esophagus and Related Neoplasia

Joel H. Rubenstein,'*“** Tarek Sawas,"* Sachin Wani,”* Swathi Eluri,° Shailendra Singh,”"
Apoorva K. Chandar,” Ryan B. Perumpail,’® John M. Inadomi,"" Aaron P. Thrift,'?

Alejandro Piscoya, '® Shahnaz Sultan,'*'” Siddharth Singh,'® David Katzka,'” and

Perica Davitkov'®'?

v’ In patients undergoing EET, AGA suggests resection of visible lesions
followed by ablation of the remaining BE segment over resection of

the entire BE segment.
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RECOMMENDATION 14

a ESGE recommends the use of endoscopic mucosal
resection (EMR) for <20-mm visible lesions with low
probability of submucosal invasion (Paris type 0-lla,
0-1lb) and for larger or multifocal benign (dysplastic)
lesions.

Strong recommendation, high quality evidence.

b ESGE suggests the use of endoscopic submucosal dis-
section (ESD) for lesions suspicious for submucosal [/ _
invasion (Paris type 0-Is, 0-lc), for malignant lesions | = o P o |

submucosal - L
dissection ]

of >20mm, and for lesions in scarred/fibrotic areas. Ve N\
Weak recommendation, low quality of evidence. -

Weusten BLAM, Bisschops R, Dinis-Ribeiro M, et al. Diagnosis and management of Barrett esophagus:
European Society of Gastrointestinal Endoscopy (ESGE) Guideline. Endoscopy. 2023;55(12):1124-1146.
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Rates of Recurrent Intestinal Metaplasia and Dysplasia
After Successful Endoscopic Therapy of Barrett’s
Neoplasia by Endoscopic Mucosal Resection vs
Endoscopic Submucosal Dissection and Ablation:

A Large North American Multicenter Cohort

ESD vs EMR = similar tasa de recurrencia

83% de los casos se realiza EMR

Kormnpong Vantanasiri, MD''*, Abel Joseph, MD?*, Karan Sachdeva, MD', Rohit Goyal, MBBS!, Nikita Garg, MBBS', Dayyan Adoor, MD?,
Amrit K. Kamboj, MD?, D. Chamil Codipilly, MD?, Cadman Leggett, MD!, Kenneth K. Wang, MD, FACG!, William Harmsen, MS%,
Umar Hayat, MD?, Amitabh Chak, MD, FACG?, Amit Bhatt, MD>* and Prasad G. lyer, MD, MSc, FACG**

RESULTS: A total of 621 patients (514 EMR and 107 ESD) achieving CRIM were included in the recurrence
analysis. The incidence of any BE (15.7, 5.7 per 100 patient-years) and dysplastic BE recurrence (7.3,
5.3 per 100 patient-years) were comparable in the EMR and ESD groups, respectively. On multivariable
analyses, the chances of BE recurrence were not influenced by ER technique (hazard ratio 0.87; 95%
confidence interval 0.51-1.49; P = 0.62), which was also confirmed by IPTW analysis (ESD vs EMR:
hazard ratio 0.98; 95% confidence interval 0.56-1.73; P= 0.94). BE length, lesion size, and history of
cigarette smoking were independent predictors of BE recurrence.

DISCUSSION: Patients with BE dysplasia/neoplasia achieving CRIM, initially treated with EMR/ablation, had
comparable recurrence rates to ESD/ablation. Randomized trials are needed to confirm these outcomes
between the 2 ER techniques.

Am J Gastroenterol 2024;00:1-10.
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Low Incidence of Recurrent Neoplastic Barrett’s
Esophagus After Successful Endoscopic Eradication
Therapy: Long-term Outcomes from a Multicenter
Prospective Cohort Study

Thomas Enke, Sridevi K. Pokala, Jazmyne Gallegos, Case W. Brennan,
Colin Hensen, Camille Hochheimer, Justeena Jojo, V. Raman Muthusamy,
Adarsh M. Thaker, Amit Rastogi, Vladimir Kushnir, Dayna Early, Nazish
Zafar, Erika Sloan, Katey Grossman, Hazem T. Hammad, Steven A.
Edmundowicz, Sri Komanduri, and Sachin B. Wani

WM 3 KU

£9 Washington
University in St.Louis
SCHOOL OF MEDICINE
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Methods: EET and Surveillance

EET: endoscopic mucosal resection for visible lesions followed by ablation,
EET every 2-3 months.

Surveillance biopsies: four quadrant biopsies every 1-2 cm throughout the
pre-treatment length of BE including the gastric cardia + targeted biopsies of
visible lesions

Surveillance intervals:
+ HGD/EAC: every 3-6 months for 2 years and then annually

+ LGD: every 6 months for 1 year and then annually

@]l University of Colorado
Anschutz Medical Campus
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endoscopy following EET.

Enrolled in TREAT-BE
Results 1801 patients

CEIM + 5-year follow-up
152 patients

Average follow-up 87.5
months (SD 22.8)

l }

No recurrence R-BE
95 (62.5%) 57 (37.5%)

|

Neoplastic BE NDBE
14 (24.6%) 43 (75.4%)

LGD HGD EAC
3 (21.4%) 6 (42.9%) 4 (28.6%)
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Significant change in
rate of BE recurrence
occurred at 14 months
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Baseline Histology

mmHGD/EAC ®=ND/LGD mmNDBE
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Implication

Reflection of clinical practice at high-volume centers — “real life” data

Estimates of recurrence are critical to establish and validate surveillance
guidelines post CE-IM (duration and frequency of surveillance)

Surveillance after EET benefits those with baseline HGD or IMC the most
and clinicians should concentrate on retaining these patients in surveillance
programs.

University of Colorado
Anschutz Medical Campus
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Conclusion

Low incidence of neoplastic recurrence among BE patients who
achieved CE-IM following EET.

A change in the rate of recurrence was seen at 14 months,
however neoplastic recurrence can occur 10 years after
achieving CE-IM.

A baseline histology of HGD or IMC prior to EET remains the
most important predictor of recurrence.

@]l University of Colorado
Anschutz Medical Campus
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0.72% -> 1:138

0.33% - 1:300

0.29%

2018 2020 2021
Covid-19




Sospecha Endoscopica de Esofago de Barrett
Mucosa de color salmon > 1cm proximal a la UGE

Evaluacion Endoscéopica de Alta Calidad Biopsias para confirmar diagnostico

1) Limpi de saliva/residuos; (2) Clasificacion Paris y P cC&Mm); . ) —T . . F
) Al et s sl bl ) L ) e b ke ) Metaplasia Intestinal con o sin displasia revisada por patologo experto

3) Luz bl Ita definicién y C d ia (NBI, BLI); ) . ez . .. . .
(Ei))Ti:ﬁ‘l p : ?::p: cca:lié: ::::iﬁl;cym'rg?;z:o:ts:: I:IISR(° DAG IAéE Considerar tincion inmuhistoquimica p53 (predictor de progresion DAG/ACE)

Esofago de Barrett - Tratamiento medico y quimioprevencién con IBPs
confirmado - En caso de displasia/ACE - Evaluar en centro experto

I ] !

Displasia de alto grado Carcinoma Intramucoso Cancer submucoso
(DAG) (T1a) (T1b)

> 1 factores de riesgo
Sin factores de riesgo, § - DBG multifocal
discutir riesgos y - DBG confirmada en 2da EDA
beneficios de - EB 2 3cm
vigilancia vs TEB - Historia familiar EB/EAC
- p53 aberrante

- . Tratamiento Endoscopico del Barrett (TEB) P
EB\{»Ig‘:::':/c?.]gﬁos Vigilancia - Reseccion (RME/DSE) de todas las lesiones visibles seguido por ablacién Raer:eezl:ac‘:!; gn':g
EB < 3cm ¢/5 afios Endoscopica cada 6 | (ARF/Crioablacion/APC hibrido) del epitelio remanente de EB. Objetivo = ECMI P 8

meses por un afo, - Solo ablacion para pacientes sin lesiones visibles, principalmente DBG A -
p53 aberrante~> -~ . Rl Considerar TEB si sm1 con
ot - - luego de esto - Luego de ECMI, enrolar en programa de vigilancia y optimizar control del ERGE . A
Vigilancia mas = caracteristicas de bajo riesgo
" . anualmente - DBG basal: 1a, 3a, luego cada 2 afios; DAG basal o T1a: 3, 6, 12 meses, luego - 5 A
intensiva it ot i (bien diferenciado, < 2cm o ILV)

Espino A et al. Revista Médica de Chile 2023; 152:1339-1350
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Control ID: 4041925 — Poster ASGE
ENDOSCOPIC THERAPY FOR BARRETT'S ESOPHAGUS NEOPLASIA IN CHILE: A SINGLE-CENTER EXPERIENCE

v N=422 EB/ 34 EET

v" 90.6% complete eradication in patients treated endoscopically (EMR+RFA)
' v 3% was treated with surgery after receiving endoscopic treatment
" v 3% developed a post-EMR delayed bleeding

v' 26% strictures were observed

v All complications were treated endoscopically

v CONCLUSIONS: This study represents a novel experience in Latin America regarding Barrett's
esophagus diagnosis and treatment. Endoscopic therapy was applied as a safe and effective treatment
for BE-associated neoplasia. Our initial results are similar to those reported in the literature from the USA
and Europe
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Esofagitis eosinofilica: resumen estado del arte - DDW2024

« Epidemiologia: Mas comun en ninos, adultos jovenes (> 70% masculino) con
antecedentes de atopia y alergias alimentarias. La prevalencia global esta en
aumento (1 cada 2500 personas), aunque Ila incidencia exacta varia
geograficamente.

« Diagnéstico: Disfuncion esofagica, disfagia, impactacion de alimentos, puede
asociarse a enfermedades atopicas (asma, eczema). Endoscopia con multiples
biopsias esofagicas con = 15 eosindfilos por campo de alta potencia. Descartar otras
enfermedades que causen eosinofilia.

 Tratamiento: Dietas de eliminacion de alimentos (leche, trigo), IBPs,
glucocorticoides topicos y, en el caso de estenosis, dilatacion esofagica.
Recientemente aprobada por FDA - inmunoterapia (dupilumab).
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Akinari Sawada, Takumi Imai, Yasutaka lhara, Fumio
Tanaka, Yasuhiro Fujiwara

(P<anpai!

Methods:
We analyzed a large employer-based health insurance claim database rrom
January 2005 to September 2022. Table 1. Screening of associated factors with EoE

Variables Odds ratio (95%CT) P value
Results: Body mass index (1kg/m2 increase) 1.02 (0.99 to 1.04) 0.191
Of 15,200,895 individuals, 1,010 EoE cases without EGE " S G o
diagnosis were identified. Incidence rate of EOE was 2.82 (95%  Akcohol consumption always e L1 A2T0OLES) 0001
Cl 2.44-3.26) per 100,000 person-years in 2022, nearly triple that <" coumpion sometimes S L o,

) Allergic rhinitis 1.52(1.25to0 1.85) <0.001

of 2017 (0.93 (95% CI 0.72-1.20). On average, males were 2.89 times i 1.26/(0.99 10 1.60) )
more likely to develop EOE compared to females. In the nested case-control e 1.72 (141 t0 2.00) T
study, 931 adult EoE cases and 9,310 matched controls were analyzed. Pr s . 157 (1.19 to 2.06) 0001
Smoking was associated with decreased risk of EOE (odds ratio (OR) 0.45 s 134 (1020 1.76) 0.036
(0.36 to 0.56), p<0.001) whereas constant alcohol Any allergy 227 (128 0 4.01) 0.005
consumption (OR 1.51 (1.21 to 1.88), p<0.001) were Disorders of hyroid land 131 09010 191 0158
associated with increased risk of EoE along with several allergic conditions Py gy Crers e LTD Gl
and psychiatric disorders (Table 1). il EZEISE L0 (AnE

Hypertension 1.14(0.89 to 1.46) 0.299
Conclusions: Diabetes mellifus 088 (06610 1.18) 0.403
Incidence of EoE has rapidly increased in Japan. Some modifiable factors Fyperuncerma B A 0647

Dyslipidemia 1.00 (0.79 to 1.25) 0977

such as smoking, and alcohol consumption were significant potential
risk factors for EoE. Further study is warranted to investigate the effect of
lifestyle modification on EOE management.

y |

Abbreviations: EoE, eosinophilic esophagitis; CI, confidence interval.
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Sophia S. Schuman BS BSW'*,Amiko M Uchida MD'*, Ashley Pyne PhD RD', Kathryn Peterson MD MSCI', Marie Carlson,
MD, PhD?, John J Garber MD?, Bjorn Roelstraete PhD*, Jonas F Ludvigsson MD PhD*586

Table 2: Risk of incident cancer among indivi ith hi: ically defined EoE P ion controls.
Sophia.Schuman@hsc.utah.edu

Cancer EoE Reference Individuals

Rationale Methods Any cancer Kie £ e
+ Eosinophilic esophagitis is a chronic = Utilized ESPRESSO cohort to identify IR [95% CI] 3.9[3.0-5.1] 32[28-37]

inflammatory disease of the EoE individuals diagnosed between 1990- IRD [95% CI] 0[-1.6-1.6] 0.7 [-1.9-0.5]
esophagus. 2017. HRL [95% CI] NA 1.11[0.81-1.53]

+Chronic inflammation has been »Match to general population and full ESPRESSO - - aHR [95% CI] NA 1.11[0.80-1.53]
associated with increased cancer siblings. Esophageal cancer Event 2 1

Epidemiol
i sy IR [95% CI] 0.2[0.1-0.5] 0.0 [0.0-0.1]

risk. : Strengthened by
=« Follow up until Dec 31, 2020. histopathalogy Reports in IRD [95% CI] 0[-0.3-0.3] 0.1[-0.4-0.1]
HR [95% CI] MA 18.35[1.66-202.97]

aHR [95% Cl] MNA 25.20 [2.28-278.80]
Gastrointestinal cancer* Ewvent 11 24
(not esophageal) IR [95% CI] 0.9[0.5-1.5] 0.4[0.3-0.8]
IRD [95% CI] 0 [-0.8-0.8] 05 [1.1-0.1]

o & EoE was not associated with Results HR [95% CI] NA 2,00 [1.02-4.28]
4]]\ |l| }m\ hJ an overall risk of cancer -Biopsy-verified EoE was not aHR [95% Cl] NA 2.03[0.99-4.1]

: Sweden) cohort contains
+Few studies to date have +Cox regression analysis estimated prospecively collected data
investigated EoE and cancer directly. adjusted hazard ratios (aHRs). from all Swedish health and

welfare registers.

: - Skin cancer Ewent 10 30
development. associated with future cancer. IR [95% CI] 0.8[0.5-1.4] 0.5[0.4-0.7]

00O0O «There was a significantly IRD [95% GI] 0[-0.7-0.7] 03[0.9032]
("Ym . i increased risk for esophageal HR [95% CI] 137 [0.67-2.82]
}m\ |.|.] Iﬂ]\ M EoE was associated with an cancer (aHR 25.50, 95%C|=2.28- aHR [95% CI] A 1.31[0.63-2.70]

. . 278.80), and non-esophageal Gl Lung cancer Event 7
increased risk of later cancer diagnoses fell just short of IR [95% CI] 0.1[0.1-0.2

Abaut 1 In 800 EoE esophageal cancer although significance (aHR 2.03; IRD [95% CI 0.1[0-02]

atients had a later . %C1=0.99-
diaf;nosis of esophageal absolute risks were small and iRl ;F:a{:;;sste%]n ::
+Earlier cancer diagnosis was not

cancer excess risks were potentially A T o el Event 10

due tO Intrafamlllal and EOE, suggesting that at a IR [95% CI] 0.3[0.1-0.7] 0.2[0.1-0.3]

environmental factors peptiation level undisanoesd Tt e sl
cE:nEC:I?eS not predlspose to aHR [95% CI] 1.67 [0.52-5.33]
’ Hematologic cancers® Event [} 13
IR [95% CI] 0.0 [0n.0-D.0] 0.2[0.1-0.4]

Conclusions & Considerations IRD [85% CI] NA 02[0.1-03]
HR [95% CI] MA NA
» While the aHR for esophageal cancer was markedly high (aHR=25.2), we urge caution with interpretation. aHR [95% Cl] NA NA
Additionally, noting the type of esophageal cancer could help with biological underpinnings of possible
associations, however our ethical approval for this study did not allow us to specify the type of cancer IR, incidence rate per 1000 person-years.
since that would increase the risk that individual patients be identified. IRD, incidence rafe difference per 1000 person-years. )
HR, Hazard rafio adjusted for age, sex, calendar year, county, and education.
aHR: adjusted HR for age at EoE, sex, calendar year, county where biopsy obtained, education and immune-mediated
diagnosis af baseline (EoE diagnosis date or matching date in reference individuals, Suppl. Tabie 2}
NA values could not be calculated due fo insufficient data.
" Division of Gastoenterology, Hepalology & Nutriion, University of Utah School of Medicine, Salt Lake City, UT, USA Disclosure / Conflict of interest declaration *Any Gl cancer including fiver cancer but exciudes esophageal (see Suppl Table 1 for ICD list of codes: gastric, small
3 Dopattmectof :A;a“m”wdmn:es Sesbosrlesoony Ressarch ﬁm&”??ﬂ’ﬂ“f"ﬁf”ﬁ;ﬁ' Sweden. Dr. Uchida fs an for and (unrelatedt to this siudy). r bowel, colon, liver, biliary, pancreas, peritoneum, unspecified digestive organ)
3 Gastrointestinal Unit, Massachuset eral Hosy arvar -al Sci Jostan i 1 4"
4 Deporimantof Medica Epidomioogy and Blctatisics, Karelmska mattte, Sockim, Sweden prasicitlby e siratvidekomlest Aotlor b bkl el iy #Extrahepatic hematological cancer
s Department of Pediatrics, Orebro University, Orebro, Sweden developing a paper reviewing national healthcare registers in China. Dr Ludvigsson is cumrently discussing
© Celtac Disease Center, Department of Medicine, Columbia University College of Physicians and Surgeons, New York, New potential research collaboration with Takeda. Dr. Carison has received speaker’s fees from ViforPharma. She is

York, USA the national P for clinical trials for AstraZeneca. None of these activities have any relation to the present study.
* Denotes co-first authorship
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Dietas de eliminacion mas usadas: 2 (lacteos + trigo) vs 6

Step Up Elimination Diet “Step Down” Six Food Elimination Diet

« May lead to early identification of food 09 o.‘

* Up to 7 EGDs with single food reintroduction
* 42 Weeks for full reintroduction

®

©)
gt %m[
w

triggers and shorten diagnostic process

jose)
@ EGD; if 2 15 eos/hpf, @ EGD; if <15 eos/hpf,
@B step up Six Food @R begin sequential
A Elimination M
8 @ x 6 weeks w Each food reintroduced .-
° L for 2-4 weeks, followed by

R LU e il

@ EGD; if 2 15 eos/hpf, " Four Food

Elimination
ﬂ stepu
. A x 6 weeks

%

&
[0 *
Inl
Two Food
Elimination
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RESULTS FROM THE SWISS EOSINOPHILIC ESOPHAGITIS ' ' o
COHORT STUDY

Ekaterina Safroneeva, Jean-Benoit Rossel, Catherine Saner, Luc \, S E E C S
Biedermann, Andrea Kreienbuehl, Thomas Greuter, Annett Sty e T -
Franke, Emanuel Burri, Alex Straumann, Alain M. Schoepfer Cohort E:Lndoyp e oPneeE

Clinical, endoscopic and histologic (<15 eos/hpf) remission rates in %

1,979 visits of 710 EoE patients (72% males). During a0
799 (40.4%), 483 (24.4%), 435 (22%) and 316 (16%)
visits, patients were treated with either budesonide

or fluticasone in form of a syrup or swallowed °
powder (below referred to as 'non-Jorveza®-STC'), >
PPI, Jorveza® (orodispersible budesonide tablet), and 4
an elimination diet, respectively. Some patients were .
treated with either STC or Jorveza® in combination 2
with PPI (total over 100%).

Jorveza® non-Jorveza®-STC Diet
b S N EG | D m ClinRem m®mEndoRem mHistoRem
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INTRODUCTION

BougieCap (Ovesco, Endoscopy AG, Tibingen,
Germany) is a single-use cone-shaped
transparent plastic cap attached by an adhesive
tape to the tip of the endoscope. It allows optical
and tactile feedback during stricture dilation,
avoiding overstretching. In 2021, our group
confirmed the safety & efficacy of a one-time
esophageal stricture dilation using BougieCap
v1.0in 50 adults with EoE. However, one
BougieCap got detached during endoscopy.
Ovesco released BougieCap v2.0 (improved
tape's adhesive power, gradual dilation over 2
mm/cap, improved fit of the connecting part).

AIM

As of yet, the technical feasibility, safety and
clinical effectiveness of BougieCap version 2.0
for stricture dilation in adult EoE patients is
unknown. We aimed to assess its safety &
clinical effectiveness for stricture dilation in EoE
patients prospectively included in the Swiss EoE
Cohort Study (SEECS).

METHOD

EoE patients prospectively included in the Swiss
EoE Cohort were dilated with BougieCap 2.0 in
case of the presence of esophageal strictures
and stricture-related symptoms.

Symptoms were assessed before and two
weeks after a single dilation session using the
validated EEsAl PRO tool (range 0-100 points).

This is an investigator-initiated study. None of
the authors has financial ties with Ovesco
Endoscopy AG.

2. Division of Gastroenterology and Hepatology, University Hospital Zurich, Zurich, Switzerland
3. Institute of Social and Preventive Medicine, University of Bern, Bern, Switzerland

RESULTS

BougieCap version 1.0

42 patients (76.2% male, median age 40 years (IQR 31-54 years) were
evaluated.

Median disease duration 5 years (IQR 4-8 years), median diagnostic

delay of 4 years (IQR 3-5 years).

Treatment: 57.2% are on swallowed topical corticosteroids, 19.1% on
PPls, 9.5% without anti-eosinophil therapy, 7.1% on elimination diet,

4.8% on dupilumab, 2.4% on benralizumab.

Median esophageal peak eosinophil count was 10/hpf (IQR 0-24).
Endoscopic bougienage was technically successful in 100%.

A stricture diameter of <10mm was found in 14.3% of patients.

Strictures were located in 38.1% in the proximal esophagus, in 57.4% in
the distal esophagus, and in 4.8% in both proximal and distal esophagus.

Median esophageal diameter increased from 12 mm (IQR 12-13) to
14mm (IQR 14-16, p<0.001).

Median EEsAl PRO dropped from 35 points (IQR 27-42) to 0 (IQR 0-
12, p<0.001) after 2 weeks.

There was no bleeding necessitating endoscopic intervention.
Temporary post-dilation thoracic pain was reported by 33.3% of patients.

No esophageal perforation was observed and no BougieCap got
detached.

One BougieCap was used in 66.7% of dilations, 2 BougieCap were used (
in 33.3% of procedures. lf( i | £

ol S8 T8
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.:': S E E C S CONTACT INFORMATION

Swiss Eosinophilic Esophagitis
Cohort Study alain.schoepfer@chuv.ch

In adults with EoE, endoscopic treatment of esophageal Schoepfer AM, et al. Gastrointest Endosc
strictures using the upgraded BougieCap version 2.0 is 2021 Nov;94(5):912-919

technically feasible, safe and offers symptomatic improvement

in the short term.
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Dupilumab in Adults and Adolescents
with Eosinophilic Esophagitis

E.S. Dellon, M.E. Rothenberg, M.H. Collins, |. Hirano, M. Chehade, A.). Bredenoord,
A.J. Lucendo, J.M. Spergel, S. Aceves, X. Sun, M.P. Kosloski, M.A. Kamal,

J.D. Hamilton, B. Beazley, E. McCann, K. Patel, L.P. Mannent, E. Laws, B. Akinlade,
N. Amin, W.K. Lim, M.F. Wipperman, M. Ruddy, N. Patel, D.R. Weinreich,
G.D. Yancopoulos, B. Shumel, J. Maloney, A. Giannelou, and A. Shabbir
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Anticuerpo monoclonal totalmente humano, bloquea la
sefalizacion de la IL-4 y la IL-13.

300mg semanales sc

Histologic remission occurred in 25 of 42 patients (60%) who
received weekly dupilumab and in 2 of 39 patients (5%) who
received placebo (difference, 55 percentage points; 95%
confidence interval [Cl], 40 to 71; P<0.001).

The most frequently adverse event was injection-site reaction
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INTRODUCTION RESULTS

» FEosinophilic esophagitis (EoE) is a Th2-mediated chronic
inflammatory disease diagnosed by 215 peak eos/hpfin the
esophagus collected by esophagogastroduodenoscopy (EGD)
Dupilumab is a FDA-approved biologic medication for the Table 1. Patient profile, initial reported and Basallke o a0 not Figure 2. Histologieal remission after initiation of dupilumab was observed in 78.9% (n = 56 ) af
treatment of EoE. predict o Reported pr of weta included in our analysis on & binary scale patients in the study cohort. Histological remission is defined by <15 acs/Mpl. Paak sosinophil
Endoscopic findings are scored using the endoscopic reference (yes/na), A post-hoc Bonferroni comection wes applied {0 reduce family-wise error rates, such that a = 0.05/21 = 0.002 counts were abstractnd fram the patent's first reported EGD
score (EREFS)

Predictive factors for histologic response have been assessed

previously in other treatments for EoE, including swallowed

corticosteroids and proton-pump inhibitors [N patients | Patients nistologically | Patients histologically | P-value
In both the original phase 3 clinical trial and in our own (=) thspnstve o {not casponane fo (a=0.002)
experience, a small subset of patients do not respond |in = 58) lin=18)

histologically to dupilumab Age, median (IQR)
To our knowledge, no factors have been assessed that could { b
predict outcomes of treatment with dupilumab in patients with EoE Pochutiin;n (%) 10(14.3) 25 [31200

Male, n (%) 27 (38) |24 42.9) 320y

g

Lo s s s o a sl s s s a

27.4 (21.8-36.1) 27.8(21.5-35.0) é2]".ﬂ (21.5-35.0)

Any atopic comorbidity, (g4 (a9 1) | 40 (71.4) 2 (80)
n (%)

AI M Afopic dermatitis

» Explore whether demographic factors, endoscopic phenotypes, o T
and clinical characteristics of EOE may predict histologic response 22 31) 7004 |5@s3)
to dupilumab (remission defined as <15 peak eos/hpf) Allargic thinitis 38 (53.5) 29 (51.8) 1 (50)

7 (9.9) 6(10.7) sn

Peak eosinophil count (eos/hpf)

Food Allergy 23 (32.4) 17 (30.4) |B(40)

Symploms, n (%)

METHODS Dysphagia J63 (e8.7 Jus (e7.5) E"‘ (933)

858 patiants from 2017-2023 wore Food impaction 31{43.7) 24 (42.9) |Ti487)
Identified in the EMR using the |
Intemational Classifications of Ghaking

o ietors Cntcptera el 121189) 8143 Jesn demaographics, symptom profile, atopic comorbidities, and baseline
K20.0 (sosinophiic esophagitis) 534 patients who did not

e | endoscopic and histologic features between patients who respond
g e i pes [rra Wil | or do not respond histologically to dupilumab
g pg scbookmnecias injeckion weskdy Vomiting 18 (25.4) [15 288 g.;”zg, = Based on a real world, retrospective analysis of patients with EoE,

- e Fiarbun  Chest poin |33 (40,0 g = e 1 dupilumab can be used to induce histologic remission across a
.{ confirmed EoE by andoseopic b [ | wide range of patient profiles and disease phenotypes

| Abdominal pain 14(18.7) 12(21.4) l2(133)

CONCLUSIONS

e There are no statistically significant differences in patient

118 psberils with histologically
confirmad EoE (2 15 soshpf)

Asymplomafic 1(1.4 1(1.8) éDl’D)

Baseline sosinophil counts, median sosp (I0R) LIMITATIONS and FUTURE DIRECTIONS

71 patients with histologic evalution . e Limitations include lack of a DSQ or validated symptom score,
whiles on dupsdurmat Proxmal esopha Yy
e |28 (550 |23 2850 |45 (20-50) small sample size, and inclusion of more characteristics from the

T r— Mddle ssophagus 31(16:50) |28 (15-50) |48 (35:50) EMR _ - ) )
confimmed Ea undenwent treatmert (rpere— ; = ; = » Further studies should explore specific endoscopic features (i.e.
s o= - o jpeties |22 a0 jleocessn | ringed esophagus), further complications {i.e. stenosis, food

Peak eosinophil caunt 145 (27 5.60) |40 (25-51.3) |50 (50-82.5) impaction, dilations), and other demographic factors (i.e. race,
O e O (LD W WA L B i Gttt PoberiewmEners e o g - ,
miahlz} . ndpf;lm sihinidogliper T AR S a] s L available at baseline, n | | » Future studies may also consider if baseline characlerization

igently inbaseline ch of the two groups. "EREFS, median (R} |o5(1.3.9) 15(0328) l3an | g affects symptomatic response to dupilumab
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Esophagitis

Dupilumab Improves Inflammatory and Remodeling Aspects of Endoscopic Disease Activity
in Eosinophilic Esophagitis: 52-Week Results From the Phase 3 LIBERTY EoE TREET Study

Ikuo Hirano', Evan S. Dellon?, Gaia Pellegatta®, Changming Xia*, Tiffany Pela®, Sandy Durrani®, Juby A. Jacob-Nara®, Amr Radwan*

*Northwestern University Feinberg School of Medicine, Chicago, IL, USA; “University of North Carolina School of Medicine, Chapel Hill, NC, USA; "Humanitas Research Hospital, Rozzano, Milan, italy; ‘Regeneron Pharmaceuticals Inc., Tarrytown, NY, USA; *Sanofi, Bridgewater, NJ, USA

Background
+ EoEisachronic, progressive, type 2 inflammatory disease that can lead to progressive remodeling and fibrostenosis of the esophagus*? .
» EREFSisavalidated classification system for the major endoscopic features of EoE, which includes subscores that assess inflammation and remodeling*

Dupilumab, a fully human monoclonal antibody,® is approved in the USA for the treatment of EoE in adult and pediatric patients aged 21 year, weighing 215 kg, and in the EU for adults
and adolescents aged 212 years, weighing 240 kg'*

- By convention, EREFS has been scored as a summation of proximal and distal esophageal sites* « InParts Aand B of the phase 3 LIBERTY EoE TREET study, dupilumab 300 mg qw improved histologic, symptomatic, and endoscopic aspects of EoE vs placebo at Week 24 in adults
and adolescents with EoE; patients who completed Parts A and B and continued to the active treatment extension Part A-C/B-C received a further 28 weeks’ dupilumab treatment’

- EREFS scored by worst observed region may be more responsive to change in disease state than traditional EREFS scoring® )
+ For more information on methods, please scan the QR code below.

ective Results

Table. Baseline demographics and disease characteristics were generally well balanced between groups. + In patients who had a worst observed EREFS total score of 21 at baseline, 75% and 62% in

« This analysis assessed the B Part A-C, and 80% and 95% in Part B-C, had improved scores from baseline at Week 52, in the
dupilumab-dupilumab 300 mg qw and placebo-dupilumab 300 mg qw groups, respectively

effect of dupilumab on EREFS L

inflammatory and remodeling A e e i I d L e '

severity up to Week 52, using JHesmweotmi | s | [ seasma | EoE Endoscopic Reference Score (EREFS)
EREFS by worst observed “::i: d 35 (34.6) I 18.875) I 34(91.9) 65 (875 Grade 0 Grade 1 Grade 2 Grade 3

: . it Black/African American 127 1025) 127) 207
region, in participants of the Oy % O S T T W 1) ]
LIBERTY EoE TREET study B L i il e Ed | | ki
History of prior esophageal dilations, n %) | 16(43.2) 18 45.0] 16(48.6) | 23310 ema ( 0ss vascular mar mES)
Eos count of three regions (/hpf), mean (SD} 7157 (4159) 5078 (34.04) 6000(2881)  6270(3147) S :
D5Q score, mean (SDJ" 35 (124) 316 126) 36719.) 380(107) Grade 0: Distinct vascularity |
EREFS total score, mean {50)° I 60(24) | 65 (3.3) | 80(3.4) I 63331) |
EREFS total score by worstobserved Grade 1: Decreased - L. "

c l . region, mean (SD)* 37(14) 3508 46(1.T 4.1(L6]
onclusions EREFS inflammation subscore, mean (SO | 42023) | 50028) | 60(2.3) | 5002.2) Grade 2: Absent
EREFS inflammation subscore by worst 34(10) 29(12)

d region, mean (5D i) 2303

:::::emmlin. subscore, mean (S0 | 1816 | 15018 | 20020 | 19(18) Ri ngs (‘t rachealiz at ion}

1€} in e,

entures by

« Dupilumab also led to
improvements in individual
EREFS features at Week 52

Percantan
i

+ Dupilumab demonstrated v et ) O 114 =15 | 9
improvements in worst e e b e oo | GradeG:iNone
oE 155 stoge score, mean (501 50, ‘ ol i i
observed EREFS total score, and e i gttt oo e 0120 11 Mild (ridges)
inflammation and remodeling L aeames e i ikt e L i L Grade 2: Moderate (distinct rings)
subscores, vs placebo at 'h".,l’?” o of e e bng s nng ad g o o o dion o Ko . st cbsrved ol Grade 3: Severe (not pass scope)
. i 3 iigher scores indicate greater severity, “Eof-H s stage) of histolog]c features summed over 3 regions.
Week 24’ which were maintained Scores range from 0 to 3; 0 represents normal and 3 maximum chan ge. Both scores exclude lamina propria fibrosis. E 4
Figure 2. Mean (SE) percent changes at Week 52 were i from study baselinein all t roups,
through Week 52 for patients . ” . . v S xudate (white plaques)
who continued dupiiumab, and across all the EREFS individual features by worst observed region, in Part A-C and Part B-C. Grade 0: None
; : : i
ImpEOVEd I Xhos o switched wow Grade 1: Mild (<10% surface area)
from placebo to dupilumab Grade 2: Severe (>10% surface area)
: Furrows (vertical lines)
ol - Grade 0: None
s Dot e ST S S Grade 1: Mild
B s ATD e R i
e Grade 2: Severe (depth)
Pyt ) (I e
"
Stricture
Grade 0: Absent
Grade 1: Present
W Duglumab 30 mgqw W Duplsmab- upikumab 300 mggw W Ocpiboma g e B Dugslumals-du
il i e

parcant changs SE)
i ERE S vt fentures

TR

Basetes Eguma i1} Femows 0-2) Sticturesio-1)
Placea T T T Tanan a3 6an
150} pupibiman a0 mgqw 09 036 i 12ms5) a3pas)
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Esophageal eosinophilia = 15 eosinophils per hpf + typical symptom features =+ typical endoscopic features

v

v

PPI
X 8 weeks

Dietary
therapy
x 6 weeks

OR

v v

Topical Dupilumab**
corticosteroids X 4-6 months
X 8-12 weeks

Allergy referral: control of environmental exposure and concurrent allergic diseases

'

V

Repeat EGD with esophageal Bx

!

< 15 eosinophils per hpf

Symptomatic and histologic remission

|

Maintence PPI

Maintenance dupilumab

Reintroduction process to identify foods
Maintenance topical corticosteroids

A

Gastroenterology 2024;166:382-395

'

Persistent symptoms and
> 15 eosinophils per hpf

!

Rule out non-adherence
Add PPI for uncontrolled reflux
Further elimination or elemental diet
Change formulation of topical steroid
Dupilumab or other biologic trial
Esophageal dilation
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