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Participating in the Webinar

All attendees will be muted and

will remain in “Listen Only Mode”
2
o )

Type your questions here so that the moderator

can see them
\\ Not all questions will be answered but we will get

to as many as possible.

Moderators:
Edoardo Giovanni Giannini. MD. PhD A handout with the slides and room to take notes can be
FACG downloaded from your control panel.
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ACG Virtual Grand Rounds

Join us for upcoming Virtual Grand Rounds!

Week 05 — Thursday, January 29, 2026

Alpha-gal Syndrome: How to Detect and Manage Gl's Newest Diagnosis
Faculty: Sarah K. McGill, MC, MSc, FACG

Moderator: Amit Gupta, MD, MHPE

At Noon and 8pm Eastern

Week 06 International — Wednesday, February 4, 2026

The Paradigm Shift from FMT to Live Biotherapeutic Products in the Treatment of
Recurrent Clostridioides difficile Infection

Faculty: Paul Feuerstadt, MD, FACG

Moderator: Ronald K. Hsu, MD, FACG

7am Eastern / 8:00pm Taiwan

Week 06 — Thursday, February 5, 2026

The Impact of Violence and Trauma on Patient Care: What the Gastroenterologist
Needs to Know

Faculty: Christina N. Awad MD,

Moderator: Mark D. Hubner, MD

At Noon and 8pm Eastern

Visit gi.org/ACGVGR to Register

ACG VIRTUAL GRAND ROUNDS

Joint ACG-SIGE Virtual Grand Rounds—
ACG Guidelines: Eosinophilic Esophagitis

Tuesday, January 27, 6:00 pm-7:00 pm CET/Noon-1:00 pm ET

Evan S. Dellon, MD, MPH, FACG
Speaker

With the Societa ltaliana di Gastroenterologia ed Endoscopia Digestiva (SIGE)

American College of Gastroenterology

!

=
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Prof. Edoardo V. Savarino Prof. Edoardo G. Giannini
Speaker Moderator
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ACG Guidelines:
Eesinephilic Esephagitis

Evan S. Dellon, MD, MPH, FACG

\

T

=_ i
UNC School of Medicine
bd ill Division of Gastroenterology & Hepatology
C

Center for
| Esophageal
Diseases
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SWaIIowing
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Obijectives

Highlight key recommendations for evaluation and management of EoE
based on the updated ACG guidelines

Will also discuss:
— new emphasis within the diagnostic algorithm
— emerging data on treatments
Present updated treatment algorithm for EoE
Allow discussion between US and EU approaches

American College of Gastroenterology
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A case...

24 yo W with asthma and allergic rhinitis presents to the emergency department
with an acute food bolus impaction that does not clear. Urgent endoscopy is
performed. After clearing the food from the distal esophagus, this view of the
proximal esophagus is observed and biopsies are obtained:

» EREFS: E1R2 Ex1 F2 815
* Biopsies: Peak of 48 eos/hpf
What do guidelines say about the

diagnosis, management, and
follow-up of this patient?

International Virtual Grand Rounds universe.gi.org

2024-25 ACG EoE guidelines

ACG Clinical Guideline: Diagnosis and Management of
Eosinophilic Esophagitis

Evan S. Dellon, MD, MPH, FACG?!, Amanda B. Muir, MD>*4, David A. Katzka, MD, FACGS, Shailja C. Shah, MD, MPH®7,
Bryan G. Sauer, MD, MSc, FACGS, Seema S. Aceves, MD, PhD®10, Glenn T. Furuta, MD''22, Nirmala Gonsalves, MD, FACG'>* and
Ikuo Hirano, MD, FACG!** 1

» Multidisciplinary author group: Adult Gl, peds Gl, allergy, guideline
methodology expertise

* Goal: Create practical and evidence-based recommendations that
encompass major changes in the field, but are also actionable and
applicable across the range of EoE patients and practice settings

AJG, 2025

10
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Dedication: |kuo Hirano

We dedicate this guideline to Dr. Ikuo Hirano,
our colleague, teacher, innovator, advocate,
acronym master, inspiration, and friend. Dr.
Hirano’s diplomacy, finesse, and
steadfastness helped provide the background
for its development. Dr. Hirano'’s rigor, vision,
and innovation shaped much of its basis. Dr.
Hirano’s enthusiasm, creativity and integrity
shape the future iterations that will emerge
from his mentees and research to come.

1963-2024

11
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Refer to other recent guidelines too!

Endoscopic approach to cosinophilic esophagitis: American
. . s Society for Gastrointestinal Endoscopy Consensus Conference
Updated Intemational Consensus Diagnostic Criteria for [
Eosinophilic Esophagitis: Proceedings of the AGREE Conference Seema S. Aceves, MD, PhD."* Jeffrey A uc;-andu M

Evan S. Dellon,'” Chris A. Liacouras,” Javier Molina-Infante,”" Glenn T. Fum'a
Jonathan M. Spergel Noam Zevit,” Stuart J. Spechler,’ Staphan E. Attwood

Alex Straumann,” Seemas Aceves, '’ Jeﬁney A Alexander ! Dan Atkins,'” Nicoleta C. Arva,'® Kathryn A, Peterson.
Carine Elanchard ' Peter A. Eoms S Wendy M. Book, Kalley E. Capoceli, " Alex Straumann, MDD,
Mima Chehade,'® Edaire Cheng,’” Margaret H. Collins,*® Carla M. Davis,”" Jorge A. Dias,”

Carlo Di Lorenzo,* Ranjan Dohil,* Chnsluphe Dupont,”* Garyw Falk, “C.nstnrﬂ T. Ferreira,”’

Adam Fox,”® Nirmala P. Gonsalves,”” Sandeep K. Gupta,™ Da\nd A Katzka,''

Yoshikazu Kinoshita,”" Calies Menard-Katcher,” Ellyn Kodroff,"* David C. Metz,*"

d H. Baron, MD, MASGE,
1 8. ..\l MPH, "
" Ikuo Hirano, MD."
Fouad \Ioaw\d MD. !
MSci, " Pluhpl Puwam, MD," Joel Richter, \u) * Alain M. Schocpfer. MD, "
borah L. McBride, BS.'” Prateek Sharma, MD,'™* David A. Katzka, MD"

?‘;‘::::zﬁ”g':::‘:kf";;:ao?d““;em:‘.ﬁ;x;:?::w St A pe,s:;f‘;’f pluika,= Monitoring Patients With Eosinophilic Esophagitis in Routine
H: h Philpott,*’ Philip E. Put Joel E. Richts Rachel R ini 1 H H
it Bl el S“CTQ’:W E Niglia b Sm:° "Na,";:; ey Clinical Practice - International Expert Recommendations

Rhonda F. Souza,” Mary J. Strobel,'” Nicholas J. Talley, ™ MmasIF Vaazlt‘

Yvan Vandenplas,”' Mario C. Vieira,** Marjorie M. Walker,™ JnshmB Wechsler,” Ulrike von Amim,"* Luc Biﬁdefman"yz" Seema S. ADBV95~3 Peter A. Bonis,”
Barry K. Wershil,” Tlng Wen,** Guang-Yu Yang,* Ikuo Hirano,** and Margaret H. Colhns Evan S. Dsllon Glenn T. Furuta “ Nirmala Gonsalves,”
Alpert J. Bredenoord® Sandeep Gupta,'” lkuo Hirano,’ Alfredo J. Lucendo,'* ™ Stephan Miehlke,"*

Salvatore Oliva. Christoph Schlag,” Alain Schoepfer,'® Alex Straumann,®
Michael Vieth,'” and Albert J. Bredenoord,'® on behalf of EUREOS and TIGERs

Gastro, 2018; GIE, 2022; CGH, 2023

12
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Guideline summary

19 recommendations across diagnosis, treatment, maintenance therapy,
monitoring, and pediatric-specific considerations

25 key concepts across the same topics

Lucky for you | will go through just a
selection of these!

13
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EoE diagnosis — points of emphasis

2. We recommend using a systematic

1. (QoE: low; SoR: high) ‘

Symptoms of esophageal dysfunction

Modification and avoidance (“IMPACT”) behaviors

endoscopic scoring system (e.g. the EoE
Endoscopic Reference Score [EREFS]) to
characterize endoscopic findings of EoE at

Clinical presentation
suggestive of EoE

Feeding dysfunction
Concomitant atopic conditions
Family history of EOE/EGID

every endoscopy. (QoE: low; SoR: high)

3. We recommend obtaining at least 6
esophageal biopsies from at least 2
esophageal levels (e.g. proximal/mid and
distal), targeting EoE endoscopic findings, if
possible, in order to assess for histologic
features consistent with EOE. (QoE: low;
SoR: high)

Assess EREFS

Assess for fibrostenosis. /

Obtain 26 biopsies from different esophageal levels, targeting findings of EoE

EGD with biopsy ‘[

Esophageal biopsy with
215 eos/hpf

4. We recommend that eosinophil counts be
quantified on esophageal biopsies from every
endoscopy performed for EoE.

(QoE: low; SoR: high)

-

GERD, pill esophagitis, drug hypersensitivity
reactions, non-EoE EGIDs,
hypereosinophilic syndrome, Crohn's
disease, achalasia, infections, connective
tissue or autoimmune diseases, etc

Evaluate the differential diagnosis
of esophageal eosinophilia

Diagnosis of EoE

Adapted from Dellon, Liacouras, Molina-Infante, Futura, et al, Gastro, 2018

14
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Clinical presentation - IMPACT

Dietary modifications and behaviors:

Imbibe fluids
Modify food
Prolong meal times

Avoid hard texture foods
Chew excessively
Turn away tablets/pills

Hirano & Furuta, Gastro 2020

universe.gi.org

15
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EoE endoscopy — use EREFS

Finding EREFS Scoring
Edema 1: Present (decreased vascularity)
Rings 1: Mild (ridges)
2: Moderate (does not impede scope
passage)
3: Severe (standard scope does not pass)
Exudates  1: <10% of surface area
2: >10% of surface area
Furrows 1: Mild
2: Severe (with appreciable depth)
Stricture 1: Present; also estimate diameter in mm

Vi

Dellon et al, AJG, 2025

universe.gi.org
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Treatment recommendations

* PPIs (#5) <«----

» Topical steroids (#6-7) «~—

* Dietary elimination (#8-9) «——

+ Biologics (#10-12) «~——

+ Small molecules (#14)

+ Esophageal dilation (#15)

* Maintenance therapy and monitoring (#16-17) ~——
+ Pediatric-specific considerations (#18-19) «----

17
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PPIs

Recommendation: We suggest proton pump inhibitors as a treatment of EoE
(QoE: low; SoR: cond)

Key concepts:
» We advise “high dose” PPI use for EoE treatment
» We advise providers to counsel patients as to the rationale for PPl use in EoE

Children 2mg/kg per day
(or 1mg/kg twice daily)
Adults Double the approved reflux dose per day

(e.g. omeprazole 20mg twice daily or
40mg daily, or other PPI equivalent)

18

American College of Gastroenterology 9
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Topical steroids

Recommendation: We recommend the use of swallowed topical steroids as a
treatment of EOE (QoE: moderate; SoR: strong)

Key concept: Options for swallowed topical steroids include the EMA-approved budesonide
orodispersible tablet and FDA-approved budesonide oral suspension as well as off-label use
of asthma-preparations adapted for esophageal delivery

19
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Topical steroids

Analysis 1.13. Comparison 1: Corticosteroids vs placebo for induction of remission,
Outcome 13: Histological improvement at study endpoint (dichotomous)

Corticesteroids Placebo Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random,95% CI M-H, Random, 95% CI ABCDEFG
Alexander 2012 17 21 1 21 8.5% 17.00 [2.48 , 116.41] ( F X R XN X
Butz 2014 18 28 1 14 86% 9.00 (1.3, 60.70] P — (XX X BN
Dellon 2017 19 51 1 2 8.1% 1565 [2.18 , 112.08) g o000 OOS®
Dellon 2022a 59 85 0 21 45% 30.44 [1.96 , 473.23] —————. I A A XX X
Dohil 2010 14 21 1 11 8.7% 7.33[1.10, 48.69) —— 000000
Gupta 2015 23 60 (] 21 44% 16.95 [1.07 , 267.39) ———— N N N X X X |
Hirano 2020f 1 16 1 8 9.0% 5.50 [0.85 , 35.43] { . (BN X X BN
Hirano 2021 132 215 1 107 83% 65.69 [9.31, 463.43] —— 9700000
Konikoff 2006 11 21 2 15 152% 3.93[1.02, 15.20] S P
Lucendo 2019 55 59 0 9 44% 55.50 [3.55 , 867.78] — 9000 *
Miehlke 2016 53 57 [ 19 4.5% 36.90 [2.39, 570.25] pum————— X N N X ] @®
Straumann 2010b 16 18 2 18 158% 8.00[2.14, 29.85) —_— 292000
Total (95% CI) 652 326 100.0% 11.94[6.56 , 21.75] &
Total events: 428 10

R i - T— i TR A0 Gaeligen]
Heterogeneity: Tau? = 0.14; Chi? = 12,57, df = 11 (P =0.32); I’ = 13% 0.005 0.1 10 200 () Random sequence geaeration (selection blas)
Test for averall effect: Z = 8.11 (P < 0.00001) Placebo Corticosteroids (B) Allocation concralment {selection bias)
b ‘ - (C) Blinding of panicipants and personnel (performance bias)
Test for subgroup differences: Not applicable (D) Blinding of utcome assessment (detection bias)

(E) tncomplete outcome data (strition bias)
(F) Selective reporting (reporing bias)
(GYOther bias

Franciosi et al, Cochrane Database Syst Rev, 2023

20

American College of Gastroenterology

1/28/2026

10



1/28/2026

International Virtual Grand Rounds universe.gi.org
Histologic response* (co-primary) Symptom response** (co-primary) Endoscopic improvement (EREFS)
£13% (95% CI, 1.6% lo 24.3% BOS20mgbid.  Placebo
e g o) = 60 O o%s ! (N =202) (N =93)
60 g 0
L}
§E %0 £ g =0 Bo 4
2 § 40 2 8 a0 g 8
£ §, 2E P 2
28 5 22 %0 e
S SE pg
§8 2 §a& 20 LE
2 K] E2
gi’ g% 10 = =4
£ 10 =
iw 1o & é
0 - & o - G A-18(95% CI, 2.6 to—1.1)
BOS 2.0 mg b.id. Placebo BOS 2.0 mg b.i.d. Placebo P<.001
(N=213) (N = 105) (N=213) (N = 108)
* <6 eos/hpf ** 230% DSQ improvement
- You will hear about BOT in the next talk!
Hirano et al, CGH 2021, Dellon et al, CGH, 2021
21
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Topical steroids — dosing

Budesonide*
Children 1-2mg/day

(depending on age, height, weight; can be

divided twice daily)

Adults 2-4mg/day**

(can be divided twice daily)

Fluticasonet

Children 110-880 mcg/day (depending on age,
height, weight) in a divided dose
Adults 1760 mcg/day in a divided dose

* If asthma preparations are being adapted for EoE, the goal is to mix the aqueous budesonide to a syrup-like consistency, using
sucralose, honey, maple syrup, or similar with a goal total volume of approximately 10mL

** Note that approved dosing for BOS is 2mg twice daily

1 Doses are for fluticasone given from a multi-dose inhaler; if the disk device is used, dosages should be adjusted based on the
whether a 100mcg or 250mcg device is used

22

American College of Gastroenterology 11
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Diet elimination

Recommendation: We suggest an empiric food elimination diet as a treatment
of EoE (QoE: low; SoR: cond)

Recommendation: We do not suggest currently available allergy testing to
direct food elimination diets for treatment of EOE (QoE: very low; SoR: cond)

Key concepts:
» Providers may consider a less restrictive empiric elimination (ie 1FED or 2FED) as the
initial diet therapy choice

* We advise providers to collaborate with a dietician or nutritionist
» Symptoms should not be used in isolation to determine food triggers

23

International Virtual Grand Rounds universe.gi.org
Diet elimination — which diet to pick?

One-food versus .six—fon.).d eliminatio.nldiet therlapy forthe  g.0.f00d versus 4-food elimination dist for
Efficacy of Elimination Diets in Eosinophilic Esophagitis:  treatment of eosinophilic oesophagitis: a multicentre, pediatric eosinophilic it isi
A Systematic Review and Meta-analysis randomised, open-label trial randomized trial

Christoph Mayerhofer,! Anna Maria Kavallar,' Denise Aldrian,'
Andrea Katharina Lindner,” Thomas Mdller,' and Georg Friedrich Vogel'~

Jonathan M. Spergel, 3 .
"Marc €. Rothenberg, MO, PhO" Aunce, Coto: B, Mas: Chapel 1, NE; Chicgo, 1 Cincianath Obic; Indianapais
I i Rock. A New York, NY: Philelphin, P and Sam Dicgs, Callf

34 studies, 1762 patients

RCT: 1FED vs 6FED in adults RCT. 1FED vs 4FED in children
SFED 701 61.3% (95%-Cl: 53.0-69.3%)
Bl - 34% vs 40% histologic * 44% vs 41% histologic
SEFED zgs j;:: 22::2: :Zgig;:: remission (<15 eos/hpf) remission (<15 eos/hpf)
' T » Trend towards better sx in » Symptoms better in 4FED; QoL
6FED; no QoL difference better in 1FED

Balance of efficacy and adherence

CGH, 2023; Lancet Gl Hep, 2023; JACI, 2025

24
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Diet resources

Development of a Practical Guide to Implement and Monitor
Diet Therapy for Eosinophilic Esophagitis

Joy W, Chang, " Kara Kliewer,” Emily Haller,” Amanda l..gnett.’ Bethany Doerfler,”
David A. Katzka,” Kathryn A. Peterson,” Evan S. Dellon,”" and

Nimala Gonsalves,™* on behalf of the Consortium of Eosinophilic Gastrointestinal
Disease Researchers

CGH, 2023

25
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A tough case

30 yo M w/ 4 yr. h/o solid food dysphagia and multiple food
impactions with ER visits.

EGD on BID PPI:
Bx: 60 eos/hpf

No symptom
response; had to
be dilated

26
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A tough case

After budesonide slurry, 1 mg BID:

- Dysphagia persists
- Bx: 78 eos/hpf

Had to be dilated

universe.gi.org

27
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A tough case

After budesonide 2 mg BID:

- Dysphagia persists
- Bx: 55 eos/hpf

Had to be dilated

universe.gi.org

28
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A tough case

After six-food elimination diet (SFED):

- Dysphagia persists
- Bx: 70 eos/hpf

Had to be dilated

Now what?

29
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Biologics

Recommendation: We suggest dupilumab as a treatment of EoE in individuals
12 years of age or older who are non-responsive to PPI therapy (QoE:
moderate; SoR: cond)

Recommendation: We suggest dupilumab as a treatment of EoE in pediatric
patients (ages 1-11 years) who are non-responsive to PPI therapy (QoE:
low; SoR: cond)

Key concept: We advise providers to use dupilumab as step-up therapy in difficult to treat
patients, and providers should consider using it in EOE patients with multiple atopic
conditions that would also meet requirements for dupilumab use

30
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Dupilumab phase 3 data

Placebo [l Dupilumab qWk % Placebo - Dupi

Ages 12+ Ages 1-11
100 : 100
0S5 8 A
S H L7 SR
38y 90 7 ’ Sgg o
o & c o §5<c
3% 4O 7 7 23 40
T88 2 7 7 T88 2
0 : 0
i 8
S0 0 / / cfo 6
od T geE
208 20 4 , ﬁ 523 4
cnE H A £ T O
6o ogs 2
-40 0
0 0
(7] / ' / c® R
ssz f ’ sz /
D0 © 4 ] / o0 © -4 a
5 & 7 St &
Sk 6 ’ Sk 6
w ] Wk 16 Wk 52
8 Wk 24 Wk 52 ! Wk 24 Wk 52 -8 Part A Part B
PartA-> C PartB > C ——————
Dellon, Rothenberg, et al, NEJM, 2022; Rothenberg, Dellon, et al; Lancet Gl Hep; Chehade et al, NEJM 2024
31
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Dupilumab — approach to use in EoE

Indicated (U.S.) for EoE in patients 1 year and older, and 15 kg and up
» Dosing (autoinjector and syringe available)

— 15to <30 kg: 200mg SQ every other week

— 30 to <40 kg: 300mg SQ every other week

— 40+ kg: 300mg SQ every week
* No general need for routine labs pre/post treatment or monitoring
* Prescription logistics

— near universal need for PA due to costs

— insurances as gatekeepers — PPI/tCS non-response often required
* Monitoring — individualize follow-up endoscopy timing

32
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Maintenance therapy and Monitoring

Recommendation: We suggest continuation of effective dietary or
pharmacologic therapy for EoOE to prevent recurrence of symptoms, histologic
inflammation, and endoscopic abnormalities (QoE: low; SoR: strong)

Recommendation: We recommend evaluating response to treatment of EoE
with assessment of symptomatic and endoscopic and histologic outcomes
(QoE: low; SoR: strong)

Key concepts:
» We advise providers to counsel patients that because EoE is chronic, disease activity
almost universally recurs when treatment is stopped
» We advise providers to not monitor symptoms alone in EoE patients to assess treatment
response

33
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aintenance therapy — topical steroids

Budesonide orodispersible tablet Budesonide oral suspension
P<.001 .
(1-sided; « = 0.0125) 100 Full analysis set Per-protocol set
@ E 100 {1-sldzd'«;= 0.0125) 100 Median time to clinical relapse: >350 days o
E ja =0 280
1 c 90 [=34)
2 E 80 75.0% 73.5% £ S 804 Median time to clinical relapse: >354 days 2 i‘—" P=131 P=038
¥ g8 o 2% e0 50.0%
55 60 & E — 609 S & 435%
g% E8E s & o 40
85 40 8 5= 409 = i
c% 5 g 304 Median time to clinical relapse: 87 days ge 24.0% a
gvg 20 o g 204[— soT 10mgED ne_ 3 20 16.7%
. 1
£ 9 m— 0 100 200 300 400 0
BOT1.0mg BOT0.5mg  Placebo D BOS-BOS BOSPBO BOS—BOS BOS-PBO
BID BID 8D ays (n=25 (n=23) (n=18) (n=18)

(n=68) (n=68) (n=68)

Straumann et al, Gastro, 2020; Dellon et al, CGH, 2021

34
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Pediatric considerations

Recommendation: In children with EOE and dysphagia, we suggest an
esophagram for evaluation of fibrostenotic disease (QoE: very low; SoR:
cond)

Recommendation: We suggest evaluation by a feeding therapist and/or
dietician as an adjunctive therapeutic intervention in children with EoE and
feeding dysfunction (QoE: very low; SoR: cond)

Key concept: We advise that growth (height and weight), development (including of eating
skills), and nutrition (proper intake of nutrients) are treatment goals in children with EoE, in
addition to symptomatic, endoscopic, and histologic improvement

35
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Other good stuff in the guidelines

» Case examples for choosing dietary elimination therapy and approach to
food reintroduction

Approach to dilation (c/w ASGE guidelines)
» Future research directions
« Summing it up with a treatment algorithm...

36
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EoE treatment algorithm — ACG guidelines 2025
e [ "rmmnmtrete |

| Anti-inflammatory
treatment

Pharmacologic Diet elimination
treatment Shared decision making treatment

[ PPI ] I Topical steroids I Empiric elimination?

I *| Assess response® |: Fibrostenosis Stricture or

reassessment narrowing present
g Goal
diameter of
Non-response Response 16-18mm

l l Dilation! i «

Dupilumab* Change or

treatments®

‘—& modify prior

l—- Assess response’ [»
N

| Maintenance therapy and
Response long-term monitoring

Dellon et al; in press, AJG; 2025

37

) International Virtual Grand Rounds universe.gi.org

Take home points

* ACG Guidelines for EoE are updated
» Diagnosis remains consistent with 2018 AGREE guidelines

» Consider anti-inflammatory and fibrostenotic aspects of EOE when moving
down the treatment algorithm

* Recommended first line treatments: PPI, topical steroids, diet
— Use a shared decision making framework
* Dupilumab recommended for step-up treatment in most cases
* Maintenance therapy and long-term monitoring also recommended

» Pediatric considerations include performing barium esophagram and
referring for therapy of feeding dysfunction in addition to other EoE
treatments

38
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iGE

ACG/Italian Guidelines:
Eosinophilic Esophagitis

Edoardo V. Savarino, MD, PhD

Department of Surgery, Oncology, and Gastroenterology,
University of Padua, Padua, Italy

- -I DiSCOG

39

EoE 'ALY: Italian Guidelines ©1 Eosinophilic Esophagitis

These guidelines were developed by 35 experts in EoE
(i.e.,EOETALY Consensus Group)

and included gastroenterologists, endoscopists, allergologists/immunologists,
and paediatricians involved in the management of EoE
at 20 tertiary referral centres across Italy.

Italian Society

of Gastroenterology (SIGE) The guidelines
also involved
This document the contribution
has received \ Italian Society of members
the endorsement | of Neuro-gastroenterology of ESEO ltalia,

of three [talian and Matility (SINGEM) the Italian
national societies: Association
Catania of Families
Italian Society of Allergology, Against EoE.

Asthma, and Clinical

Immunclogy (SIAAIC)

\ International Virtual Grand Rounds
¢ universe.gi.org

De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963
De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184

40
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EoE ALY: Italian Guidelines 1 Eosinophilic Esophagitis

Cantants lists available at ScionceDiect

Contonts lists availablo at SciencaDiroct

Digestive and Liver Disease

Digestive and Liver Disease

fournal hamepage: e,
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Eosinophilic Esophagitis

STATEMENT 1

Eosinophilic esophagitis is a chronic, immune-mediated
esophageal disease characterized by symptoms of esophageal
dysfunction and a peak eosinophil count of > 15 eosinophils per
high power field (around 60 eos/mm2) in at least one high-power
field on esophageal biopsy, in the absence of other causes of
esophageal eosinophilia.
Agreement: 100% [D + (0%); D (0%); p- (0%); A- (0%); A (10%);
A + (90%)]
Level of evidence: High
Level of recommendation: Strong

What is the current definition of EoE?. Statement 1: EoE
represents a chronic, local immune-mediated esopha-
geal disease, characterized clinically by symptoms
related to esophageal dysfunction and histologically
by eosinophil-predominant inflammation. Other sys-
temic and local causes of esophageal eosinophilia
should be excluded. Clinical manifestations or patho-
logic data should not be interpreted in isolation.

LE: NA; Agreement: 100%, votes: strongly agree
(100%).

Eosinophilic oesophagitis is characterised by symptoms
of dysphagia and/or food impaction in adults, and feeding
problems, abdominal pain and/or vomiting in children, with
oesophageal histology showing a peak eosinophil count of
=15 eosinophils/high power field (or 215 eosinophils/0.3 mm?
or >60 eosinophils/mm?.
GRADE of evidence: High.

Level of recommendation: Strong.

Level of agreement: 100%.

Lucendo AJ, et al UEG Journal, 5: 335-358

Dellon EV, et al. ACG Clinical Guideline: Evidence
based approach to the diagnosis and management
ofesophageal  eosinophilia  and  eosinophilic
esophagitis. Am J Gastroenterol 2013;108:679-92.

Dellon EV, et al. ACG Clinical Guideline: Diagnosis
and Management of Eosinophilic EsophagitisAm J
Gastroenterol. 2025 Jan 1;120(1):31-59

De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963
De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184
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Eosinophilic Esophagitis

STATEMENT 4

The incidence and prevalence of EoE are increasing in children
and adults as a result of both increased awareness and a true in-
crease in rates of the disease.
Agreement: 100% [D + (0%); D (0%); p- (0%); A- (0%); A (20%);
A + (80%)]

Eosinophilic oesophagitis is increasing in prevalence in both
adults and children
GRADE of evidence: High

Level of recommendation: Not applicable.
Level of agreement: 96%.

Level of evidence: High
Level of recommendation: Not applicable

Incidonce
rends.

Rising incidence and prevalence of adult

Dhar A, et al. Gut. 2022 Aug;71(8):1459-1487

EoE prevalence varies geographically, with trends in the

. o P a1 4, same order of magnitude in Western Europe, North
eom.nophollc UL " America, and Australia, but much lower in Japan and
p
Spain (2007-2016) & China
Javier Molina-lnfante™*, Pedro Luis Gonzalez-Cordera?, o
Hal Uiff Ferreira-Nossa', Pilar Mata-Romero’, Qo
Alfredo |. Lucendo™ and Angel Arias™ ‘s'?
S Overall Global
= Nr of biopsi 6:3" ! Estimate of EoE
g = es Prevalence
§ 1 2 0.5-1/1000
3§ % 10
o i Male:Female ratio
i 1.7
3:1
s Ve © 2007 2008 2008 2010 2011 2012 2013 2004 2015 2018

o
0 191

Dellon ES and Hirano I. Gastroenterology 2018;154:319-332

Molina-InfanteJ, et al. UEG Journal. 2018 Feb;6(1):29-37

De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963
De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184
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Diagnosis
of EoE

EoE 'ALY: Italian Guidelines

STATEMENT 15

- A conclusive diagnosis of EoE requires a combination of
symptoms of esophageal dysfunction and histology showing
=15 eosinophils/high-power field in at least one esophageal
biopsy while off drugs jally i ing with 1
eosinophil counts.

- Proton pump inhibitors should be withdrawn at least 3-4
weeks prior to biopsy collection to achieve an accurate diag-
nosis of Eok.

- Alternative causes of esophageal eosinophilia should be ex-
cluded.

Eosinophilic Esophagitis

PP1
WITHDRAWAL!

Clinical presentation
suggestive of EOE

Severity of symptoms varies considerably
between patients and with age and
duration of disease’*

Endoscopic findings and coexisting type 2
inflammatory diseases are commont

Symptoms alone are not accurately
correlated with histological disease
activity>®

Upper endoscopy with biopsy

Min of 2

Esophageal eosinophilia Bioriics

Needed from at least 2 different locations in >
the esophagus, typically in the distal and 215
proximal halves of the esophagus® eos/hpf

Required for esophageal eosinophilia
determination®1°

Evaluate for non-EoE disorders that cause or potentially contribute to EoE

Eosinophilic esophagitis Q
diagnosis

disorders (eg, GERD, achalasia, Crohn’s
disease) that may contribute to
esophageal eosinophilia’**

Diagnosis requires assessment of non-EoE ><

EoE symptoms overlap with other Gl
disorders, which must be ruled out before a
diagnosis is made®*

@ International Virtual Grand Rounds

universe.gi.org

De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963
De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184
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International Virtual Grand Rounds
universe.gi.org

an esophageal biopsy from patient 1's initial endoscopy (on proton pump inhibitors)
showing no mucosal abnormality endoscopically or histologically.

diagnosis of EoE

New EoE Concepts Call for Change in Proton Pump
Inhibitor Management Before Diagnostic Endoscopy

A small study (case reports) showed that, following an initial non-diagnostic endoscopy with biopsies performed
on PPls, a repeat EGDS with biopsies performed after 3—4 weeks off PPIs allowed to achieve a histological

Figure 1.Endoscopic photograph of the distal esophagus and photomicrograph of ~ Figure 2.Endoscopic photograph of the distal esophagus and photomicrograph of
an esophageal biopsy from patient 1’s repeat endoscopy (at 4 weeks off proton
pump inhibitors) showing prominent linear furrows, rings, and dense eosinophilia.

Odiase E, et al. Gastroenterology 2018 Apr;154(5):1217-1221.e3

46

American College of Gastroenterology

1/28/2026

23



1/28/2026

Adaptive Behaviors Mask EoE Symptoms and
Contribute to Diagnostic Delays

Imbibe fluids with meals?

SO

Modify food (cut into small pieces, puree)!

HCPs should ask the right
questions to unmask the
IMPACT of adaptive
behaviours?

Prolong mealtimes!
Avoid textured food, such as meat and bread? ‘
Chew excessively!?

Turn away tablets/pills?

Social avoidance3

QOB

) International Virtual Grand Rounds
s H i 1. Hirano |, et al. Gastroenterology. 2020;158(4):840-851. 2. Muir AB, et al. Clin Exp Gastroenterol. 2019;12:391-
# universe.gi.org 399. 3. Rooij WE, et al. )} Neurogastroenterol Motil. 2022;28(3):390-400.
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Adaptive Behaviors, Esophageal Anxiety, and Hypervigilance Modify the
Association Between Dysphagia Perception and Histological Activity in EoE
Adaptive Behaviors, Esophageal Anxiety and Hypervigilance Modify the Association
Statement 9 Between Dysphagia Perception and Histological Disease Activity in Eosinophilic Esophagitis
Persistent symptoms, social
restrictions, and long-term ML models AUROC:
treatments reduce quality of life in M e aren i
EOE patients. Anxiety and ’ l " P"’d'c"o_" of @osa 77.7%
depression affect these patients and o l e | d_h'smbg'ca" BiEk
may be alleviated by specific L_I U isease activity h 78.4
therapy. ] (eos/HPF) BA%
PIEAQ EHAS mDSQ and DSS based on clinical | mDSQ + PIEAQ + EHAS
96.7% Conditional recommendation Adaptive  Esophageal anxiety  Dysphagia q wiaines 86.6%
- Behaviors  and hypervigilance symptoms Ao *
" . . Significant increase —
Low quality of evidence ik
l Strongly correlated
Statement 12 4 w T T T 7 g z — A/
Psychiatric comorbidities are not - Drinking water 8 . S 5 /
uncommon in patients with EoE. - Lubricating food & 1 A § g ¢ 3
Disease-specific anxiety may - Chewing for long time T ; X ol L “ ¥
account for increased dysphagia - Cutting food in pieces '* T . '. 7 i /,/
severity_ and should be eva!uated - Blending food ' 71 % 3 ¢ //
and actioned when managing - 4 [ o unl
patients with EoE. p=81% mDsQ i / / | e
93.3% C d I d tmm I-?”;:! Sowrophi evphagie m-::uLv( Adageass Qaniornare e
% iti it armety ard Pyperagiance wcae moafed dyehagae syl
o onditional recommendation s S frirads Symsiadtetes W, seleti put iahpimet 14 OAT-analysis: Specificity  Combined model:  Specificity
Low quality of evidence Visaggi P, Del Corso G., et al. Am J Gastroenterol. 2025 doi:10.14309/ajg.0000000000003272 AJ G The American}s
G © 2024 by The American Callege of Gastroenterology )
) International Virtual Grand Rounds
/ universe.gl.org Visaggi P, et al. Am J Gastroenterol. 2024 Dec 30;120(8):1750-1759.
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Eosinophilic Esophagitis

STATEMENT 17

- All patients with dysphagia and/or episodes of food bolus im-
paction should undergo at least six esophageal biopsies to
rule out EoE even when the esophagus appears normal at en-
doscopy.

- All patients with endoscopic signs of EoE should undergo mul-
tiple esophageal biopsies to rule out EoE.

- Esophageal biopsies should be obtained at index endosco,
lowing an episode of food bolus impaction.

Agreement: 93.3% [D + (0%); D (0%); p- (3.3%); A- (3.3%): A (10%);
A+ (83.3%)]

Level of evidence: High

Level of recommendation: Strong

fol-

EDEMA floss of vascutar mavkings) RS St
Grada 0: Dissec vascaaity

Grade 1. Decreased.

Grada 2 Absart i

=

RINGS (rachenization)
Geado 0 Nono

EXUDATE (whito laques)
Groe 0:Moro

(Grae 11 Mid (<10% susface aea)
Grode 2 Severe (10% surtoca area)
FURROWS varticstinss)
Grade 0. Hara

Grode 1, Mid
Grace 2 Sevaro {deptt)

STRICTURE
Grada 0: Absent
Grace ; Prosat.

»mmm 2

Up to %4 of EoE patients lack
endoscopic findings and a low level of
suspicion is necessary!

STATEMENT 18

To diagnose Eol ! iopsis I ken from
less than two different esophageal sites, preferably from areas with
esophageal abnormalities.
Agreement: 966% [D + (0%); D (0%); D - (0%). A- (34%) A
(23.3%); A + (73.3%)]
Level of evidence: Moderarte
Level of recommendation: Strong

The Optimal Number of Biopsy Fragments to Establish
a Morphologic Diagnosis of Eosinophilic Esophagitis

Jennifer A

Calculated sensitivities

Mislsen, BAY, Donisa J. Lager, MO, Matthew Lewin, MO?, Gabriel Rendon, MD? and Cory A, Robens, M

All adults undergoing endoscopy should have oesophageal
hiopsies taken if they have endoscopic signs associated with
philic itis, or symp of dysphagia or food
bolus obstruction, with a normal looking oesophagus
GRADE of evidence: High.
Level of recommendation: Strong.
Level of agreement: 85%.

SIX BIOPSIES: AUC >0.99

In patients with food bolus obstruction, urgent referral
to gastroenterology and an endoscopy on the next
available endoscopy list, or as an immediate emergency is
recommended, depending on clinical presentation
GRADE of evidence: Low.

Level of recommendation: Strong.

Level of agreement: 94%.

Dhar A, et al. Gut. 2022 Aug;71(8):1459-1487

8 10 11 12 13 14 15

P2 8 48 W 7 8
Number of mid biopsies

B Pieces with > 15/HPF [ Pieces with > 25/HPF
I Pieces with > 20/HPF [l Pieces with > 30/HPF

De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963
De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184
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56.10%
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Middle Only
9.76%
Figure 1. Disibution of ensinophilia in patients with biopsies of 2

esophageal segments. The majority of patents (56.1%) had both distal
and proximal or middle eosinophilia, whereas approximately one-third
had distal-only disease (34.15%) and dose 1o one-tenth had non-distal dis-

ease (9.76%),

N=511 patients newly diagnosed with EoE

Yield of Esophageal Biopsy Patterns for the Diagnosis of EoE
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Muftah M et al, Gastrointest Endosc . 2025 Aug;102(2):194-201.e1
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2] 25% with inadequate follow-
519 adult patients = up/management
presenting with &
esophageal food bolus 5 Associated with absence of a
impaction undergoing suspected esophageal diagnosis
upper endoscopy § 4 at presentation
(2016-2018) (aOR 7.28 [95% CI: 4.49-11.78])

8.
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authority) (5.4%) follow-up
evaluation
Peptic stricture ‘ Schatzki ring/web

Post endoscopy Care for Patients Presenting With Esophageal Food
Bolus Impaction: A Population-Based Multicenter Cohort Study

From 4 tertiary care hospitals No suspected 2 0 0 /

in Calgary Health Zone, diagnosis Eosinophilic o
Alberta Health Services, (26.4%) esophagitis

Canada (single payer, fully (36.8%) Diagnosis
integrated, provincial health Other changed after

(16.0%) (16.0%)
Guo et al. Am J Gastroenterol. 2023. [doi:10.14309/ajg.0000000000002392] A G The American Journal of
All icons above are from https://thenounproject.com GASTROENTEROLOGY
@ International Virtual Grand Rounds
N\ 7 universe.qi.org Guo H et al, Am J Gastroenterol . 2023 Oct 1;118(10):1787-1796
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Lack of Evidence that EoE Is a Pre-malignant Condition

STATEMENT 14

There is no evidence that EoE is a pre-malignant condition.
However, the relationship between a chronic inflammatory condi-
tion like EoE with Barrett's esophagus and esophageal cancer re-
mains unclear.
Agreement: 93.4% [D + (3.3%); D (0%); p- (0%); A- (3.3%): A
(36.7%); A + (56.7%)]
Level of evidence: Moderate
Level of recommendation: Not applicable

Natural history of primary eosinophilic esophagitis: a

The natural history of steroid-naive eosinophilic

: N=30 patient
follow-up of 30 adult patients for up to 11.5 years No cases of cancer

Straumann A, et al. Gastroenterology. 2003 Dec;125(6):1660-9

esophagitis in adults treated with endoscopic N=23 patients
dilation and proton pump inhibitor therapy over a No cases of cancer
_.. mean duration of nearly 14 years
International Virtual Grand Rounds Lipka S, et al. Gastrointest Endosc. 2014 Oct;80(4):592-598
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EOETALY Consensus — Current Treatment and Monitoring of EoE
> swewre — QD

J

e OFED, TFED, FFED, SFED

X 4 g in motivated patients N
| BOT- or PPI-related side

effects/intolerance,
1
—> md Maintenance therapy

previous steroid inefficacy,

comorbidities Th2 inflammation
Empiric dilation®

——> Normal esophageal motility,
no strictures detected

No stricture

Diet therapy Monoclonal antibodies

Dupilumab 300 mg qw

If GERD symptoms overlap,
full dose bid

No remission

Histological remission
with persistent symptoms:
Perform barium esophagogram
and high-resolution manometry

If dysmotility/stricture present,

treat accordingly

Switch to alternative therapy

PPI - BOT
BOT -> Dupilumab

Figure reprinted from De Bortoli N, et al. Dig Liver Dis. 2024;56(7):1173-1184. This is an open access article under the CC BY license (http://creativecommons.org/licenses/by/4.0/).
*If clinically viable, the achievement of histological remission before proceeding to esophageal dilation is advisable. 'If subtle rings or strict re of poor I ibility by means of panometry

before dilation is advisable.
bid, twice daily; BOT, i i ible tablet; EoF,
SFED, six-food elimination diet; STC,

il itis; FFED, four-food elimi diet; GERD, g

topical corticosteroid; TFED, two-food elimination diet; Th2, T helper type 2.

reflux disease; OFED, one-food elimination diet; PP, proton pump inhibitor; qw, once weekly;

De Bortoli N, et al. Dig Liver Dis. 2024;56(7):1173-1184.
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Treatment: PPls

Statement 25

B

Statement 26

-

Statement 27

universe.qi.org

PPl treatment can achieve clinical and
histological remission in a significant
proportion of patients with EoE.
However, PPl treatment is currently off-
label in EoE.

Agreement: 100% [D+ (0%); D (0%);
D- (0%); A- (0%); A (0%); A+ (100.0%)]
Level of evidence: Moderate

Level of recommendation: Strong

PPl treatment can maintain clinical and
histological remission in patients with

EoE, although long-term maintenance data
have a low level of evidence.

Agreement: 100% [D+ (0%); D (0%);

D- (0%); A- (0%); A (40.0%); A+ (60.0%)]
Level of evidence: Low

Level of recommendation: Conditional

PPl treatment is safe and well-
tolerated.

International Virtual Grand Rounds

Agreement: 93,3% [D+ (0%); D (0%);

D- (0%); A- (6,7%); A (20.0%); A+ (73.3%)]
Level of evidence: Moderate

Level of recommendation: Strong

De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963
De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184
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PPIs for Inducing and Maintaining Remission in EoE: An
Updated Systematic Review and Meta-Analysis

Proton Pump Inhibitors for Inducing and Maintaining Remission in

Eosinophilic Esophagitis: An Updated Systematic Review and Meta-Analysis

9 Hislological remission (95% Cn Geographical area - % riswologic remission (95% CI)

3771 adults
918 undefined

Search strategy (2345 records) m i 75 ; 1) j I 45.4% (416 - 49.3) :2::,:, g:; 464‘:)5)
I Scopus L /o 9 =49,
Publfed | 34.1% (27.9 - 40.5) 67.9% (60.6 — 74.8)

= % Clinical remission (95% CI)

- PPI
7304 patient 1] = 38) " -
R e PRl (N = 38) % 65% (57.2 - 72.4) 51.7% (43.4 - 59.9)

% Histological remission maintenance on tapering dose ~ remission in almost half of EoE patients

PROSPERO (CRD42024495936) 68.2% (63.7 — 72.6) Clinical dGastroenteroIogy

Doses- % histologic remission (35% CI)

¢ 28.3% (18.3 - 39.7)

PPI therapy induces clinic-histological

and Hepatology

International Virtual Grand Rounds
%W Universe.gi.org

Lucendo A, et al. Clin Gastroenterol Hepatol. 2025;23:2115-2127
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Treatment: Steroids

Topical steroids are effective for
Statement 28 inducing histological and clinical

l remission in eosinophilic esophagitis.

Agreement: 100% [D + (0%); D (0%); D — (0%);
A- (0%); A (13.3%); A + (86.7%)]

Level of evidence: High

Level of recommendation: Strong

Topical steroids have a good safety profile
Statement 31 for induction and maintenance of
remission in the medium term.

___* Longer term data are lacking.

Agreement: 100% [D+ (0%); D (0%);

D- (0%); A- (0%); A (23.3%); A+ (76.7%)]
Level of evidence: Moderate

Level of recommendation: Conditional

Clinical and histological relapse is
Statement 29 high after withdrawal of topical
steroid treatment.

__*

International Virtual Grand Rounds
%W Universe.gi.org

Agreement: 100% [D+ (0%); D (0%);

D- (0%); A- (0%); A (23.3%); A+ (76.7%)]
Level of evidence: High

Level of recommendation: Strong

De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963

De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184
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Drugs for Eosinophilic Esophagitis (Induction): Systematic Review and
Network Meta-Analysis of Randomized Controlled Studies

Likelihood of Failure to Achieve Symptom Improvement

Comparison: other vs ‘Placebo’

Treatment (Random Effects Model) ~ RR  95%-Cl P-Score
BOT 1mg bid - 047 [028;079] 083
_a BOS 2 mg bid [ 2 068 [0.48,096] 0.71
= Mepolizumab™ " 072 [0.30;1.75] 060
i o Dupilumab 300mg qw L 0.77 [0.48;123] 057
Fluticasane’ - 080044 146] 054
A FOT 3mg od B 081050131 054
= FOT 3mg bid M- 083[051:135 050
£ == |FOT15mgod - 090[057.143] 041
FOT 1.5mg bid B 106069162 022
Esomeprazole 40mg od M 120 (049293 022

oo 051 23
Favours Experimentsl Favours Placabo
Ukelihood of Failure to Achieve Endoscopic Improvement based on the EREFS score

A: Reduction of Esophageal Easinaphilic Infiltrate to <15 Easinophils/HPF
If @ If Comparison: other vs ‘Placebo’ (=
@ ﬁ @ rQ\ @ Treatment (Random Effects Model) ~ RR  95%-Gl P-Score s
H H B80T 1mg bid - om 007 (0.02:0.20] 086 H
1327 patients with Active EoE FOT 1.5mg bid —. 0.09 [0.02:0.37] 092 >
FOT 3mg bid — 0.19 (0.07:0.55] 078 o
Dupilumab 300mg qw = 031 [0.18:0.55] 084 &
FOT —. 3; s
FOT 1.5mg od CE j =
Placebo n=393 Dupilumab 300mg g2w —a— %)
Esomeprazole 40mg od — s
- o
Active treatment g vl =—m| E
n=934 b Budesonide" —#— 088 E
= r o @«
s 001 051 23
}-_E‘ w Favours Experimental  Favours Placebo
< -1 w Topical -3
< steroids &. B: Reduction of Esophageal Eosinophilic Infiltrate to <6 Eosinophils/HPF
~A#
o Comparisen: other va Placebo
(G) Treatment (Random Effects Model) ~RR  85%-Cl P-Score =
2
o 9 BOT 1mg bid 0.03,0.21] 0.89 o
& o FOT 1.5mg bid 0.07:0.45] 080 E
A __ Biological drugs n FOT 3mg bid 0.10; 0.55] 0.84 Y
% = %) FOT 3mg od 0.21,073] 087 )
v i I Dupilumab 300mg aw 031:0.5] 065 &
Dupilumab 300mg q2w 027, 064] 088 a
( Sl Esemeprazole 40mg od 027.0.78] 080 S
BOS 042, 0.70] 0.47 =
FOT 1.5mg od [0.32 092 026 =
Fluticasone” [0.37,081] 045 &
RPC4048 180mg [0.51,1.13] 0.26 8
_ REC4046 360mg (054 1.18] 022 2
e ¢ PPI Mepolizumab*™ [056;180] 0.13 [}
g s Budesonide™ & - 12 042, 299) 0.12 9
001 051 23 u
Favours Experimental Favours Placebo

Comparison: other vs "Placebo"

Treatment (Random Effects Model) ~ RR  95%-Cl P-Score
BOT 1mg bid - 0.33 [022,0.48] 1.00
BOS E 3 061 [0.45:0.83] 069
RPC4046 360mg E 0.68 [0.46; 1.01] 0.55
RPC4046 180mg - 079 [0.55,1.13] 036
Fluticasone® B 079(050,135] 0
0.01

051 23
Favours Experimental Favours Placebo

fluticasone orally disintegrating tablet; HPF, high-power field; PPIs, proton pump inhibitors.

Abbreviations: BOS, budesonide oral suspension; BOT, budesonide orally disintegrating tablet; EoE, eosinophilic esophagitis; EREFS, EoE endoscopic reference score; FOT,

Visaggi P, et al. Gut. 2023 Nov;72(11):2019-2030
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to 3 Years: An Open-Label Extension Study

Efficacy and Safety of Budesonide Orodispersible Tablets for EoE up

Budesonide oral suspension 2.0 mg twice daily was well tolerated over

48 months of therapy. Approximately half of patients achieved/maintained
a histologic response, with endoscopic improvements maintained over 48 months

Consecutive 12-week Proportion of p who achieved) ined a histologic response
. 2 (SHP621-301)" o (<6 eos/hpf)
: ‘I oy and 36-week §3 o 4386 494 po 500
: (SHP621-302)? 8§ 40
studies £&8 o l . . .
0
Month 12 Month 24 Moanth 36 M«\nh 48
ns 101 79 42
Received up to 48 months of therapy with 48-month continuation . Change from baseline in total EREFS
BOS 2.0 mg b.id. (n =131 study (SHP621-303) PS03 SHPE21-303
baseine baseine Moanth 12 Month 24 Month 36 Month 48 ET

Most treatment-emergent adverse events were mild or moderate
in severity and unrelated to BOS; no unexpected safety signals
were reported

Mean (standard error

D40 twico sy, BOS, budesonde oral SUspensson
dady. 1. Hiewro 1, et al. Glin Gastroenterdl Hepatol 2022

powes

. Cin Gastroontercl Megatol

130 101 -] 42 12 58

toa ers e ot (Clinical Gastroenterology
Hepatology

N=47 individuals with EoE

Biederman L, et al. Clin Gastroenterol Hepatol. 2025;23:2155-2166
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Effectiveness and Safety of Orodispersible Budesonide for
Eosinophilic Esophagitis: A Multicenter Real-World Study

Budesonide Orodispersible Tablets for Eosinophilic Esophagitis:
Real-World Effectiveness and Safety

. LIl Moy ep MR 31 Remus Won IROONC IR Rt g b8
[ ] [ 3 T ® 05 <14 18 o bih) (EREF S <2)
f : I . 9%
I 84% 4%
0%
233 EoE -
Induction Maintenance 6% 1%

patients with

active disease 1 mg BID 0.5BID/1 mg QD
from 11 centers RS x 40 weeks

Patieats Achaving Kemisin (%]
i

FAVORABLE SAFETY PROFILE

12% mild AEs « 9% oral candidiasis « 3% discontinued treatment

2 weens 12 wens P

BOTs effectively induce and maintain clinical and histologic remission in most EoE patients with a Clinical Gastmenterology
favorable safety profile, confirming real-world effectiveness and Hepatology

@ International Virtual Grand Rounds
<’ Maniero D, et al. Clin Gastroenterol Hepatol. 2025 Sep 8:51542-3565(25)00753-0

universe.qi.org
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The Effectiveness of Budesonide Once Daily as Maintenance
Treatment of Eosinophilic Esophagitis

so

Percentage nremission 3>

] 2

Fotlow.up time in months.
TABLE 3. Symptom Scores During Maintenance Therapy With

- BOT — Bvs

. pos Oral Topical Budesonide Once Daily
-l i ¥ 3 3 S scores n median range
svs
wmyovy o o8 3313 D8O 12 Ca . ©3)
EEsAI /100 23 12 (0-76)
L - EEsAl < 30 20 (87)
5| EEsAI < 20 16 (70)
% ””‘ EoE-QoL-A 196 23 76 (23-94)
5 sond Eating/diet impact 116 23 13 (0-16)
-? w__\ Social impact 16 23 12 (1-16)
e Emotional impact 132 23 28 (5-32)
e % & & % oW Discase anxicty 120 23 12 (5-20)
Follow-up time in months Swallowing anxicty 12 23 11 (0-12)
BoT — BVS.
sar e DSQ indicates i i ire; EESAI
ARsk. 10 0 7 . 1 ° 0 o esophagitis activity index; EoE-QoL-A, adult eosinophilic esophagitis quality
st Bvus v ¢ . ¥ 1 ¥ ¥ of life questionnaire.
C~ H by H H H i

FIGURE 3. Maintenance of histologic remission over time. A,
Percentage of patients that remained in histologic remission
during follow-up (months). Histologic remission was defined as
PEC < 15 eosinophils/HPF. B, Percentage of patients with follow-
up of at least 12 months that remained in remission during long-
term follow-up (months). Patients with at least 1-year follow-up:
percentage of patients wha remained in histologic remission

" during follow-up (in months). Histologic remission was defined as
AéG PEC < 15 eos/HPF. HPF indicates high-power field.
77/ International Virtual Grand Rounds Karlien R, et al. J Clin Gastroenterol. 2025 Jan 29. doi: 10.1097/MCG.0000000000002139
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Loss of Response to Off-Label Swallowed Topical Corticosteroids in EoE Can be
Overcome by a Switch to an Esophageal-Targeted Budesonide Formulation

Patients enrolled in a Histologicremisson (<15 eos/hef) after BOT = KMM‘“M::::::T:“M" P STC e (=44 P
SEECS (n=815) 1o0% =T
asooamsar masasa sz o
p=0.094 g
Patients never had 80%
BOT (i 74) 70% 62%

72%
v 60%
so%
Patients ever 0%
treated with X
BOT (n=341) o
20%
No histology available| 10%
(n=1) o%

Not responded to olSTC before Responded to olSTC before

7 o

a0i00.150] so00188 o2

100150 1901 1oi60 1701 056

“omo40 som040 os

Patients — = ‘ °
lincluded in the| b Combined remission (EREFS< 2 and EEsAl <20 and < 15 — o
analysis eos/hpf) after BOT mosao
(n=340) 2
100% o 60
p =0.052 90110.590 30100.2001 a2
0% 7
o i ot
™ 61% e S . 2800
atients Never ha % e o i
Patients with STC - -
i STC before BOT so% 2% A o
before BOT (n=143) (n=197) - e s
30% : "“‘ et 107%
e f suamn
20% I s
Patients with at leas == T e
one visit before and o S 2o snon
after BOT (n = 110) Not responded to olSTC before ~ Responded to olSTC before e e e e e S
International Virtual Grand Rounds
universe.qi.org Murray FR, et al. et al. Am J Gastroenterol . 2026 Jan 1;121(1):130-139

Treatment: Diet

Empiric food elimination diets can

induce clinical and histologic Agreement: 100% [D + (0%); D (0%); D -

Statement 33 remission in a significant proportion of (0%); A- (0%); A (23.3%); A + (76.7%)]
K . Level of evidence: Moderate
_ EoE patients when instructed by a )
—-_* . X Level of recommendation: Strong
dedicated professional. A step-up

approach starting from a one-food
elimination diet of animal milk is
reasonable to reduce unnecessary
dietary restrictions and endoscopies.

Dietary elimination of identified food Agreement: 96.7% [D + (0%); D (0%); D —
Statement 34 trigger categories can maintain (0%); A- (3.3%); A(26.7%); A + (70%)]
remission in patients with EoE, Level of evidence: Low
ﬂ although long term compliance Level of recommendation: Conditional

may be challenging for patients.

International Virtual Grand Rounds De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963
universe.qgi.orq De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184
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Review and Meta-analysis

34 studies, 1762 patients

OFED
TED

> 15/HPF FFED

| I g
'SFED | FFED

Diet type N

701
302
306
453

Efficacy of Elimination Diets in EoE: A Systematic

Efficacy

61.3% (95%-Cl: 53.0-69.3%)
49.4% (95%-Cl: 32.5-66.3%)
51.4% (95%-Cl: 42.6-60.1%)
45.7% (95%-Cl: 32.0-59.7%)

Y N < 15/HPF
oFeD ED |

Clinical Gastroenterology

and Hepatology
v The only “drug-free” treatments for EoE
v Suggest a “step-up” approach 6-food elimination diet (SFED), 4-food elimination diet (FFED), 1-food
v Only to highly motivated patients elimination diet (OFED), and a targeted elimination diet (TED).
v Elemental diet only as rescue therapy
Mayerhofer C, et al. Clin Gastroenterol Hepatol . 2023 Aug;21(9):2197-2210.e3.
63

Treatment: Biologics

Topical steroids, proton pump
Statement 39 inhibitors, elimination diets,

_ and dupilumab can be considered for
w the treatment of EoE.

The first line approach should be
accurately defined in each single
patient, according to patients’
characteristics, preferences,

and available resources.

In addition, a recent post-hoc
analysis found that the efficacy of
dupilumab is not affected

by prior topical steroids treatment.

Agreement: 96.7% [D+ (0%); D (0%);

D- (0%); A-

(3.3%); A (36.7%); A+ (60%)]

Level of evidence:
High (EoE-specific topical
steroids and dupilumab),

swallowed
Low (PPls)

(Elimination diets and inhaled/
topical steroids),

Level of recommendation: Strong

International Virtual Grand Rounds
universe.gi.org

De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963
De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184
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Clinical guidance for the use of dupilumab in eosinophilic esophagitis

A yardstick

Seema S. Aceves, MD"; Evan S. Dellon, MD'; Matthew Greenhawt, MD'; Ikuo Hirano, MD";
Chris A. Liacouras, MD'/¥; Jonathan M. Spergel, MD, PhD"***

Table 1
Clinical Scenarios Suggesting the Use of Dupilumab for Eosinophilic Esophagitis

Contexts Where First Line Use Should Be Considered

'« Patients with multiple comorbid atopic conditions that include
o Moderate, persistent, or difficult to control asthma
© Moderate, persistent, or difficult to control atopic dermatitis
o Difficult to control chronic sinusitis with nasal polyps

* Patients with a strong preference to avoid dietary restriction or topical swallnwe1
| steroids

Context when dupilumab can be considered as step up therapy

EoE ALY: Italian Guidelines on Eosinophilic Esophagitis

+ Eosinophilic Esophagitis that is difficult to treat
f+ Patients with failure to thrive, poor growth or significant weight loss due to EoE

f» Patient with frequent use of rescue therapies

o Oral systemic steroids
o Esophageal dilations

= Patients with severe diet restriction or requiring amino acid formula
= Patients with clinically significant esophageal strictures or narrow caliber esophagus
= Patients refractory to current therapy

o Due to continued symptoms

o Due to persistent abnormal esophageal inflammation

o Due to adverse effects of current therapy

o Due to intolerance of current therapy

o Due to inability to adhere to current therapy

|- Patients with adverse effects to current therapy |

ACTIVE

STRICTURE — | DILATATION*

EOSINOPHILIC ESOPHAGITIS

NO STRICTURE «- == === - e e e e e e e

|

y - +
|| MONOCLONAL ANTIBODIES

dupilumab
300mg once weekly

BOT or PPIs related side effects/intolerance,
Previous steroid inefficacy,

Approved biologic (Dupilumab) is suggested in:

» inadequately controlled, intolerant, or not candidates for
conventional medical therapy (second line)

» EOE patients with 1 or more concomitant Type2
Inflammatory Diseases as first line

De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963

De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184
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Debated

Conventional | /

Inadequately
controlled

A

Intolerant

2ND LINE

International Virtual Grand Rounds
universe.gi.org

therapies | \ /
Not candidates

Dupilumab Is a 2nd-line Therapy, but a Top-down Approach Is

15T LINE

DUPILUMAB .

. \ 2/+Type 2
\ y ; Inflammatory

N Y, Diseases

hiid Dupilumab

3 upilumal

Fia
AT
N { .\A
Asthma Atopic CRSWNP EoE
dermatitis.

Lutzu N, et al. Front Med (Lausanne) . 2025 Jan 21:11:1513417.
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Maintenance Treatment Should Not Be Discontinued

L] A large retrospective cohort study showed that almost no children “grow out of” EoE,
[ A study in adults showed that less than 2% of those who achieved “deep remission” (no
symptoms, endoscopic findings, or histologic findings for at least 6 months) could

discontinue STCs in the long term.

L) All other patients relapsed after a median of only 22 weeks of discontinuing therapy.

In the overwhelming majority of EoE patients, if treatments are not

continued, clinical, endoscopic, and histologic disease activity will flare.

o Greuter T, et al. Am J Gastroenterol . 2017 Oct;112(10):1527-1535
@ International Virtual Grand Rounds Dellon ES, et al. Clin Gastroenterol Hepatol. 2021 Apr;19(4):699-706.e4
universe.qi.orq Spergel JM, et al. J Pediatr Gastroenterol Nutr. 2009 Jan;48(1):30-6
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EoE ALY: Italian Guidelines on Eosinophilic Esophagitis

Follow-up and Monitoring

Endoscopy after 8-12 weeks of induction treatment or major change in treatment

*Regular clinical follow-up visit:
12-24 months from last endoscopy

CLINICAL & HISTOLOGICAL MAINTENANCE
REMISSION THERAPY

| [ (o remission |
-~ - EMPIRIC DILATATION
| Histological remission with if subtle rings or
persistent symptoms strictures are
suspected*®
Perform barium
esophagogram and high- Normal esophageal motility,
resolution esophageal no strictures detected
manometry

J

Switch to alternative therapy
PPIs > BOT
IF Y/ST 7 BOT > Dupilumab
- —| TREAT ACCC |
@ International Virtual Grand Rounds De Bortoli N, et al. Dig Liver Dis. 2024 Jun;56(6):951-963
universe.qgi.orq De Bortoli N, et al. Dig Liver Dis. 2024 Jul;56(7):1173-1184
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Take Home Messages

» Different Guidelines on Management have been published or updated, including the
most recent treatments (Dupilumab)

* Definition and diagnosis of EoE remains consistent through the years

* Adaptive Behaviors, Esophageal Anxiety, and Hypervigilance play an important role
in symptoms perception and reporting

* Atindex endoscopy PPl should be stopped at least 3-4 weeks before

* Isolated segmental eosinophilia is common in EoE, including up to 10% non-distal
disease

* Lack of Evidence that EoE Is a Pre-malignant Condition
* Recommended first line treatments: PPI, topical steroids, diet

* Dupilumab is recommended for refractory/intolerant patients or in case of further
Th2 comorbidities

* Maintenance therapy and long-term monitoring are recommended

International Virtual Grand Rounds
%W Universe.gi.org
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Questions

Evan S. Dellon, MD, MPH, FACG

Edoardo Savarino, MD, PhD

Edoardo Giovanni Giannini, MD, PhD, FACG
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