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OBJECTIVES

Review a guideline-based approach to care in EoE
Discuss the results of recent clinical trials

Learn about upcoming and ongoing studies in EoE
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CASE

37 yo man presented to the ER with acute onset substernal
chest pain in the middle of a meal. He has had dysphagia for
several years and usually forces things up when they get stuck,
but this episode lasted several hours.

Past medical history notable for asthma as a child (“l grew
out of it”’) and seasonal allergies (““much worse since moving
to NC”). He is a pilot and frequently away from home.
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CASE

He is not taking any medication and lives with his wife who
has celiac disease (‘““‘we have a gluten-free house”).

EGD is performed and a food bolus is removed. Underlying
this area is significant erosive change in the distal esophagus
with a suspected stricture. A total of 6 biopsies were
obtained and pathology demonstrates >15 eos/hpf in two
separately sampled locations.

North Carolina Society of Gastroenterology 2026 Annual Meeting



What treatment might you choose?

TREATMENT OPTIONS TRADEOFFS TO CONSIDER

High dose daily Proton Pump Inhibitor * Concomitant allergic history

High dose BID Proton Pump Inhibitor Adherence considerations given his travel

requirements

Swallowed topical steroid

Experience with diet-based treatment

Biologic therapy

Stricture in need of dilation

Structured elimination diet

Dilate and observe the course
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EoE Background and Conceptual Model

CLINICOPATHOLOGIC DISORDER
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TREATMENT APPROACH

“MENU” “PYRAMID”

Esophageal eosinophilia = 15 eosinophils per hpf + typical symptom features = typical endoscopic features
|

| I I | Rescue Therapy
PPI Dieta Topical Dupil b** ' . .
x 8 weeks OR thI:rag OR conic?)’;t:?oids on X zfa :::;:ths B I0|Og ICS
| x 6 weeks x 8-12 weeks |

| |
Allergy referral: control of environmental exposure and concurrent allergic diseases

v v

Combo Therapy

Repeat EGD with esophageal Bx
Symptomatic and histologic remission Persistent symptoms and
< 15 eosinophils per hpf > 15 eosinophils per hpf
Maintence PPI Rule out non-adherence
Reintroduction process to identify foods Add PPI for uncontrolled reflux
Maintenance topical corticosteroids Further elimination or elemental diet
Maintenance dupilumab Change formulation of topical steroid
Dupilumab or other biologic trial
Esophageal dilation
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AGREE CONSENSUS

Assess for all causes of
esophageal eosinophilia

Clinical presentation suggestive of EoE

EGD with biopsy

Esophageal eosinophilia = 15 eos/hpf (~60 eos/mm?)

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

Eosinophilic
esophagitis
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TREATMENT APPROACH

Biologic
Therapy?

Suspected eosinophilic esophagitis

|

v

Eosinophilic esophagitis
|

]
Non-response

|}
* Proton pump inhibition 1

: ; : Non-response
* Topical corticosteroids B *

Medical therapy Diet therapy

* Empiric elimination’
* Elemental formula®
* Allergy testing directed®

{ Clinically

i1 relevant

. esophageal
s Stricture

asuodsay

Maintenance therapy

Li

Secondary causes of
esophageal eosinophilia

* Gastroesophageal reflux disease

« Eosinophilic gastrointestinal disease
* Achalasia

* Hypereosinophilic syndrome

* Esophageal Crohn's disease

* Infections (fungal, viral)

« Connective tissue disorders

* Autoimmune disorders

* Vasculitis

* Drug hypersensitivity reactions

« Pill esophagitis

« Stasis esophagitis

* Graft versus host disease

« Marfan syndrome type Il

* Hyper-lgE syndrome

* PTEN hamartoma tumor syndrome

* Netherton’s syndrome

* Severe atopy metabolic wasting syndrome
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BIOLOGIC THERAPY - Dupilumab

A Change from Baseline in DSQ Score in Part A

A Histologic Remission at Wk 24 in Parts A and B 37
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No. of Patients 2(5) 25 (e0) 5 (6) 47 (59) 49 (60) 30
with Response (%) 0 2 4 6 g 10 12 14 16 18 20 22 24
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2025 ACG GUIDELINE
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SWALLOWED STEROIDS

Proportion of patients with

a histologic response (%)

60 -

50 -

40 -

30 -

20 -

10 -

A53% (95% Cl, 43.8% to 59.5%) B A13% (95% Cl., 1.6% to 24.3%)
P < .001 N P=.024
Q 60 -
m N
£ 8 50-
=R
£8 40
o
< &
88 30 -
=
& & 20 -
to
(@)
g g. 10 -
1.0 2 0
) BOS 2.0 mg b.i.d. Placebo
BOS 2.0 mg b.i.d. Placebo (N =213) (N = 105)
(N = 213) (N = 105)

North Carolina Society of Gastroenterology 2026 Annual Meeting




SWALLOWED STEROIDS

BUDESONIDE ORODISPERSABLE
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ELIMINATION DIET

w
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2025 EOE GUIDELINE

¥
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THERAPEUTIC PIPELINE

S1P 1/4/5

Anti-IL-15
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DEVELOPMENT OBSTACLES - lirentelimab
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Symptom Co-primary Endpoint: Change in DSQ at Weeks 23-24:
Change in DSQ at Weeks 23-24 " Adolescents only
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Why did this and other drugs fail to meet endpoints?

Allergic or environmental trigger for EoE remains
present

An esophageal barrier defect remains present
Other inflammatory pathways still unopposed
Eosinophils are a marker of disease, but not the
only contributor to disease
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EOETREATMANT ENDPOINTS

R Linear = 0.272

R: Linear = 0.562

IMPACT Behaviors
Imbibe fluids with meals, Modify food
Prolong meal times, Avoid hard texture
foods, Chew excessively, Turn away

tablets/pills

North Carolina Society of Gastroenterology 2026 Annual Meeting




e
y N "*1._2_‘
i O .( - 2
.
" Pt \2(- T
‘.
0/ T2
."“.-.\_.\ . . .
. Dendritic cell
Infliximab, Mepolizumab
Adalimumab Reslizumab
' | THhY/TM7 cell
sTNF

swid @

Cendakimab

Dupilumab
“i-4,L13 &

,'__,Tmpolumab

North Carolina Society of Gastroenterology 2026 Annual Meeting




DEVELOPED, NOT APPROVED- cendakimab

A Change from Baseline to Week 24 in EREFS Total Score B Change from Baseline to Week 43 in EREFS Total Score
" " —
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IMMUNOLOGIC RE-TRAINING

IRL200 104 PHASE 2A RESULTS
A B 0% C
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NOVEL STEROID FORMULATION

EP-104Gl SUBEPITHELIAL INFLAMMATION

Sub-Epithelial Eosinophilic Esophagitis Pathogenesis
Submucosally active, long-acting formulation of fluticasone

lies )
e
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cie0 | o
Mocossl C r \ % ,. |_Dysphagia |
Long-term diffusion of anti-inflammatory activity 0 r - rors [ Food Impaction |
' Basoprs $ m [Cra |
‘\%:.%:.:w!w -
Phase Ib/2 (n=18) assessed histologic changes and ,/ (D e

symptoms up to 52 weeks
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NOVEL STEROID FORMULATION
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With Peak Eosinophil Count <6/hpf
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THERAPEUTIC PIPELINE
TARGET  MECHANISM  sTatus

Tezepelumab Blocks thymic stromal lymphopoietin  Phase |ll study ongoing

IRL201 104 Immune-regulatory protein, mTB Phase lla study completed and
Chaperonin 60.1 positive results

Etrasimod Sphingosine |-phosphate (SIP) Phase Il study completed and
receptor modulator positive results

EP-104Gl Injectable long-acting fluticasone Phase Il results presented 2025

(ACG)

Vonoprazan Potassium-competitive acid blocker  Phase Il study planned

Barzolvolimab Humanized Ab inhibiting KIT Phase Il study ongoing
activation

Solrikitug Blocks thymic stromal lymphopoietin Phase Il study ongoing
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NOVEL BIOLOGICS - Tezepelumab

Timeline and Endoscopy Histology

treatment
24 months prior to I / EREFS =5 PEC = 140 eos/hpf
consultation Ex1,R1, €1, F1, 511 HSS grade = 0.63
-0VB2mgBIDx3 No dilation HSS stage = 0.54
months k
18 months prior to |-_ EREFS =5 PEC = 75 eos/hpf
consultation Ex1, R1,€1,F1,S8 HSS grade = 0.63
- SFED x 2 months. No dilation HSS stage = 0.54
Initial consultation '? EREFS =5 PEC = 35 eos/hpf
- Off treatment 4 Ex1, R1, E1, F1,511 HSS grade = 0.63

No dilation HSS stage = 0.63
Crepe-paper noted

3 months after EREFS =5 PEC = 18 eos/hpf
consultation Ex1,R1, E1, F1,510 HSS grade = 0.50
- Mepolizumab 300 mg Savary to 12mm HSS stage = 0.50
monthly x 3 months
12 months after EREFS =5 PEC = 0 eos/hpf
consultation Ex1,R1, €1, F1, 511 HSS grade = 0.33
- Benralizumab 30mg Savary to 14mm HSS stage = 0.21
every 8 weeks x 9
months
36 months after EREFS =5 PEC =1 eos/hpf
consultation Ex1,R1, E1, F1, 812 HSS grade = 0,38
- Benralizumab 30 mg Savary to 15mm HSS stage = 0.33
every 8 weeks x 33
months
42 months after EREFS = 1 PEC = 0 eos/hpf
consultation Ex0, RO, EO, FO, S15 HSS grade = 0.25
- Tezepelumab 210 mg Savary to 16mm HSS stage = 0.25
every 4 weeks x 6
months
48 months after EREFS =1 PEC = 13 eos/hpf
consultation Ex0, RO, EO, FO, S17 HSS grade = 0.25
- Tezepelumab 210 mg No effect with HSS stage = 0.25
every 4 weeks x 12 Savary to 16mm
months

Sem— N

=y

WS

&

Allergens

TGF-B
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THERAPEUTIC PIPELINE

Aeroallergens
Elle

Microorganisms
L. lactis “r\;‘
NCC 2288 P mons
L
Toplc *A\ ‘
corticosteroids

i Te

Butyrate

wnieyiide jeabeydosy

Propoonate

GW766994
otaxin

EPO, ECP
MBP, EDN .

Tezepelumab !

TSLP .

IL-25

“e .,
Mepolozumab

CCLS , /CXCL16

TSLP,

Dectrekumab
IL-13

Cendakimab

CALY-002 BB
IL-15
IL-18

Tadekinig a

Etrasimod BEYN ~ O Roslizumab

Azathioprin Treg

Lami-cmd

anti-Va24Ja18 | GSK1070806

Sal ‘PAF, pcoz
tryptase, LTD4m

hlstamine TNF-a
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CME/MOC QUESTION

Which currently available medications is approved

specifically for the management of patients with
eosinophilic esophagitis?

A. Yonoprazan

B. Mepolizumab
C. Tezepelumab
D. Dupilumab

—
ERC




CONCLUSIONS

EoE is a chronic allergen-mediated inflammatory condition
that is rising in both incidence and prevalence

Current guideline recommendations include elimination diets
and medical therapy, with two treatments specifically FDA-
approved for EoE

With increasing mechanistic understanding and more clinical
trials underway or planned, treatment options are expanding
and likely to become increasingly complex
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QUESTIONS?

David A. Leiman, MD, MSHP

david.leiman@duke.edu

X @David_LeimanMD
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