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Definition

EoE Inflammation
S Fikrosla > EoE Fibrosis
I

NORMAL

Feeding problems | Infancy
Vomiting
Abdominal pain
Dysphagia

Aeroallergens

Food allergens
A
“Elimination diet

Topical glucocorticoids
“==~-- Proton Pump Inhibitor
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o G anti-IL-4RA
L D y anti-IL-13
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Dysfunction Medical/Diet Therapy Esophageal dilation
I I

Eosinophilicesophagitisis a chronic, progressive,immune/antigermediated esophagealdisease characterized

clinically by symptoms related to esophageal dysfunction and histologically by eosinophilpredominant

inflammation h Q{ Kt@llGastroenterolog018
Dellon& Hirang Gastroenterology018



Clinical Gastroenterology and Hepatology 2023;21:3270-3284

ESOPHAGUS

Global Incidence and Prevalence of Eosinophilic Esophagitis, | )
1976-2022: A Systematic Review and Meta-analysis Check for

updates

Global incidence and prevalence of eosinophilic esophagitis (EoE), 1976-2022

Systematic review Global map Time trends of prevalence of EoE
Meta-analysis 15 countries across the five continents cases per 100,000 inhabitant-years

M ||= g 40studies
288 million G — 288million
participants g N e / participants
el 147K EOE patients
with EoE . & ﬁ,ﬁsf' @&é‘ ﬁ"@@ K\;g\"’ &ﬁ" 5@'“’ 15 countries
L five continents

- Global incidence of EoE: 5.31 (95% CI, 3.98-6.63) cases per 100,000 inhabitant-years

- Global prevalence of EoE: 40.04 (95% CI, 31.10-48.98) cases per 100,000 inhabitant-years C]inig?,]c? ﬁ%%g%g%?lﬁgy

> : »
Z catlse o chronlc_esophggltls S Men : Women =3 :1 Yearsat diagnosis<35yo
dysphagia and food impaction



Disease burden

EoESymptoms Vary Significantly Between Age Groups

Preschoolers SchoolAged Childref Older Children / Adolescents

Irritability Tendency tod § & Eafer®és Choking
Weight Loss Difficulty Introducing New Foods to the Dig Fear and Anxiety at Mealtime GERD Symptoms

Failure to Thrive Pharyngeal Discomfort

Food Refusal Esophageal Perforation (Rare)
Vomiting
Abdominal Pain

Preference for Liquids

Diarrhea or Bloody Stoofs

Dysphagia
y are
Food Impaction

1. GomeZTorrijosk, et alFrontMed. 2018;5:2472. ChehadéM, et al.J Allergy Clin ImmunBfact 2018; 6(5):153¢1544.e5. 3LucendoAJ, et alUnited European Gastroenterol2D17;5(3):33§358.



Dysphagia/food impaction is often underreported due to patients unknowingly developing
adaptive eating behaviours that mask EoE symptoms resulting in diagnostic delays'-2

Imbibe fluids with meals 1

Modify food (cut into small pieces, puree) 1
Prolong mealtimes ! What questions do you
_ ask your patients in
Avoid textured food, such as meat and bread 1 order to identify EoE
_ symptoms and  uncover
Chew excessively 1! adaptive behaviours,
such as social
Turn away tablets/pills 1 avoidance?

Social avoidance 3

Important both at diagnosisandwhenassessingreatment response

1. Hirano IFurutaGT.Gastroenterology2020;158(4):84851. 2. Muir AB, et aClin Exp Gastroenter@019;12:391399.
3. Ro0ijWE, et alJNeurogastroenteroMotil. 2022;28(3):396100.



EndoscopiaEoEEREFS

_ N Grado di severita®:
Eosinophilic Un tool convalidato per determinare || A Edema (€1)
EsophagitisEndoscopic|  presenza e la gravita di 5 reperti | A Anelli(0-3)
Reference Score endoscopici durante le procedure | A Essudat{0-2)
(EOEEREFS) endoscopiche A Solchi(0-1)
A Stenosi0-1)

R

Edema Rings Exudates Furrows Sricture

Diminuzione dei segni Creste circonferenziali Papulebiancastre Linee verticali,solchi Restringimento
vascolari ondulate placche longitudinali esofageo

Caratteristichedell'inflammazioneattiva® Caratteristichedell'attivita fibrotica*

| risultati endoscopici da soli non stabiliscono in modo affidabile una diagnog&iate
richiedono una valutazione dell'eosinofilia esofagea con le biopsie

EoE eosinophilic esophagitis.
1. Hirano |, et alGut 2013;62(4):48995.2. LucenddAJ, et alUnited European Gastroenterol2D17;5(3):33858. 3. Hirano Dig Dis2014;32(12): 7883. 4.SchoepfeiAM, et al.Gastroenterology2013;145(6):1230236.

5.DellonES, et alGastroenterology2018;155(4):1022033.



Endoscopy. EREFS score
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Histology

A Eosinophiinfiltrated 6 % ead ppf)

A Eosinophilmicroabscess

A Superficialayeringof eosinophils

A Dilatedintercellularspacegspongiosi¥
A Extracellulaeosinophilgranules

A Basakonehyperplasia

A Retepegelongation

A Lamina propridibrosis

What is the appropriate biopsy protocol for diagnosing and
monitoring EoE?. Statement 13: At least six biopsies
should be taken from different locations, focusing on
areas with endoscopic mucosal abnormalities.

LE: Moderate; SR: Strong in favor. Agreement:
100%, votes: strongly agree (100%).

LucendJ, et al. UEGoEguidelines 2017

FurutaGT,KatzkaDA. NEnglJMed. 2015



EoE Diagnosis Requires a Comprehensive AssessIr

EoE diagnostic criteria and algorithm?

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

Clinical presentation

suggestive of EoE Endoscopic findings and coexisting type 2

inflammatory diseases are common?!

Symptoms alone are not accurately
correlated with histological disease
activity>8

Upper endoscopy with biopsy

needed, from at least 2 different locations in

Esophageal
eosinophilia

Min of 6

Biopsies proximal halves of the esophagus?® eos/hpf

the esophagus, typically in the distal and KMP

Required for esophageal eosinophilia
determination®10

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

Diagnosis requires assessment of non-
EoE disorders (eg, GERD, achalasia,
Crohndés di sease)
esophageal eosinophilial1!

Eosinophilic
esophagitis

Q X

t hat

diagnosis

0 natdh[:lgln

EoE symptoms overlap with other Gl
dlsordeof% which m st be ruled out before
i

rﬁad

eos/hpf, eosinophils per high power field; GERD, gastroesophageal reflux disease; Gl, gastrointestinal. 1. DelloG&$cetrabrology2018;155(4):1022033. 2. Dellon ES, et 8llin Gastroenterol Hepatd2009;7(12):1304.313. 3. Enns R, et &lan J Gastroenterol.
2010;24(9):545651. 4. Spergel IM, et dlPediatr Gastroenterol Nut2009;48(1):3€86. 5. Lucendo AJ, et alnited European Gastroenterol2D17;5(3):33858. 6. Pentiuk S, et adl.Pediatr Gastroenterol Nu2009;48(2):152460. 7. Straumann A, et &astroenterology
2010;139(5):1524.537. 8. Alexander JA, et &lin Gastroenterol Hepatd2012;10(7):74249. 9. U.S. Department of Health and Human Services. FDA. CDER. 2019. 10. NielseAmA] &taitroenterof014;109(4):51520. 11. Dellon ES, et Aim J Gastroenterol

2013;108(5):679%92. 12. Lucendo AJ, et @lin Gastroenterol Hepatd?016;14(1):122. 13. Davis BElin Rev Allergy Immun@018;55(1):1912.



-prazolo

ACTIVE

EOSINOPHILIC ESOPHAGITIS [ihaiatilidamnd D!LATATION®

NO STRICTURE «

l

TOPICAL STERDIDS
Budesonide orodisp
b.i.d

DIET THERAPY:
sible tablet 1mg ClFED_, TFEDI. FFED_, SFED
in motivated ;_h-J1.il.‘rl1.'.~'

MONOCLONAL ANTIBODIES
dupilumab
I00meg once weekly

BOT er P related side sfectafintalemnce,
Previous stercid inefficacy,
Comorbidites Thi inflsmmation

CLINICAL & HISTOLOGICAL MAINTENANCE
REMISSI0ON THERAPY

EMPIRIC DILATATION
Histological remission with If subtie rings or

persistent symptoms strictures are Mo remission

suspected®™®

Perform barium |
esophagogram and high- MNormal esophageal maotility,
resolution esophageal no strictures detected
manometry

IF HSMOTILITY/STRICTURE PRESENT,
TREAT ACCORDINGLY

Switch to alternative therapy
PPls =+ BOT

BOT = Dupilumab

*If clinically viable, the achievement of histological remission before proceeding to esophageal dilatation is advisable

** Assessment of poor esophageal distensibility by means of esophageal panometry before dilatation is advisable

( SAVARY. GILLIARD |

( !, (dupilumab) |
Injection /
l 300 mg/2 mlL

DeBortoli, Visaggi et al DLD 202-



-prazolo

ACTIVE

EOSINOPHILIC ESOPHAGITIS [ihaiatilidamnd D!LATATION®

NO STRICTURE «

l

PROTON PUMP INHIBITORS
If GERD symptoms overlap
Full dose b.id.

TOPICAL STERDIDS DIET THERAPY:
Budesomde -:_Jn_ldi:-,u sible tablet 1r g ClFED_, TFEDI. FFED, SFED

dupilumab

b.i.d in motivated patients I00meg once weekly

Previous stercid inefficacy,
Comorbidites Thi inflsmmation

) YONOCLONAL ANTIBODIES

BOT or PP related sice eMectafintalersnce,

|
l

Histological remission with
persistent symptoms

Perform barium
esophagogram and high-
resolution esophageal
manometry

IF HSMOTILITY/STRICTURE PRESENT,
TREAT ACCORDINGLY

CLINICAL & HISTOLOGICAL MAINTENANCE
REMISSI0ON THERAPY

Normal esaphageal motility,

EMPIRIC DILATATION
if subtle rings or —
strictures are Mo remission
suspected®™®

I

no strictures detected

Switch to alternative therapy

*If clinically viable, the achievement of histological remission before proceeding to esophageal dilatation is advisable

PPls < BOT
BOT = Dupilumab

** Assessment of poor esophageal distensibility by means of esophageal panometry before dilatation is advisable

( SAVARY. GILLIARD |

( !, (dupilumab) |
Injection /
300 mg/2 mlL

DeBortoli, Visaggi et al DLD 202-



EmpiricElimination Diet Requires Strict Adherence

6-FED induces histological remission i
74% of patients

6, 4, 2, and ¥ood ﬁ ---------------------- - \
elimination diets Y . ‘: 4-FED mduccjs histological remission i
aim to eliminate M % D rfé%) | éﬂg cﬁ 50% of patients
11 I
t?e rdnoit cong " |1 Milk 1+ Wheat | Egg Soy |, Nuts Seafood 2-FED induces histological remission i
008 ATETEn y s - ,' 40% of patients

Bt 4-Foodl
S 1-FED induces histological remission i
34% of patient%

V'Y Limitations%s

Repeat endoscopies are required after the reintroduction of eac Increased risk of developing a®vo IgEmediated food allergy
food upon food reintroduction

Dietary restrictions can limit longerm adherence to the diet Large time commitment

FED, food elimination diet.
1.Lucend@Al, et alUnited European Gastroenterol2D17;5(3):33§358. 2. Wang R, et dbig Dis ScP018;63(7):17561762. 3KliewerK, et alGastroenterology2021;160(6):909S110. Abstract Presented at DDW.
4. Molinalnfante J, et alJAllergyClinimmunol 2018;141(4):13681372. 5.Gonsalves N>astroenterol HepatoP015;11(4):26@276. 6 Hirano |, et alGastroenterology2020; 158:17761786.



Allergy-Based Elimination Diet May Not Accurately Predict Food Triggers

Elimination of foods ’ Development of optimal allergy testing
testing positive in a * methods for the identification of food
skinprick or patch test triggers inEoEs an area of active

for the food allergeh Skinprick test Patch test investigatior$#

@ Induce histologic ° Induce A

remission in histologic remission
30% of adult in <50% of Allergytestsare IgEbasedandthey maynot

accurately predict actual food triggers as
EoEs primarily non-lgEmediated->

patients? pediatricpatients

*allergybased skin prick and patch testing may not always identify foods which exac&b@te

IgE immunoglobulin E.

1. GémezAldana A, et aWorld J GastroenteroR019;25(32):45931613. 2 LucendaAJ, et alUnited European Gastroenterol2D17;5(3):336358. 3. Gonsalves &astroenterol HepatoR015;11(4):263276. 4.Spergell, et alJ Allergy Clin Immunol
2002;109:368368. 5.Barbosa AC, et al.Allergy Clin ImmunBlkact 2018;6(2):454456.e1.



-prazolo

ACTIVE

EOSINOPHILIC ESOPHAGITIS [ihaiatilidamnd D!LATATION®

NO STRICTURE «------

l

TOPICAL STEROIDS

Budesomde -:_Jn_ldi:-,um::ihln;: takblet 1mg

b.i.d

DIET THERAPY:
OFED, TFED, FFED, SFED
in motivated ;_h-J1.il.‘rl1.'.~'

MONOCLONAL ANTIBODIES
dupilumab
I00meg once weekly

BOT er P related side sfectafintalemnce,
Previous stercid inefficacy,
Comorbidites Thi inflsmmation

Histological remission with
persistent symptoms

Perform barium
esophagogram and high-
resolution esophageal
manometry

IF HSMOTILITY/STRICTURE PRESENT,
TREAT ACCORDINGLY

CLINICAL & HISTOLOGICAL MAINTENANCE
REMISSI0ON THERAPY

EMPIRIC DILATATION
if subtle rings or

strictures are
suspected®™®

I

Mo remission

Normal esaphageal motility,

no strictures detected

*If clinically viable, the achievement of histological remission before proceeding to esophageal dilatation is advisable

Switch to alternative therapy
PPIs = BOT
BOT = Dupilumab

** Assessment of poor esophageal distensibility by means of esophageal panometry before dilatation is advisable

( SAVARY. GILLIARD |

( !, (dupilumab) |
Injection /
300 mg/2 mlL

DeBortoli, Visaggi et al DLD 202-



SYSTEMATIC REVIEWS AND META-ANALYSES \

Fasiha Kanwal, Section Editor

CrossMark

Histologic Remission in Patients With Symptomatic Esophageal
Eosinophilia: A Systematic Review and Meta-Analysis

Alfredo J. Lucendo,” Angel Arias,* and Javier Molina-Infante®

- 33 studies(619 patients)
- Histologicalremissionon PPltherapy (<15 eod hpf) is
50.5% (95% Cl142.2-58.7%) symptomimprovement60.8%

(95%C142.2-58.7%)

K LucendAJ et alClinGastroenteroHepatol Zoy

/ APT Alimentary Pharmacology & Therapeutics WILEY \

Efficacy of proton pump inhibitor therapy for eosinophilic
oesophagitis in 630 patients: results from the EoE connect
registry

- 630 patients (76 children)

symptom improvement 71.0%

K LasernaMendietaet al. APT 2020

4 N

ORIGINAL ARTICLE i"ii"iﬁjournal WILEY

Effectiveness of PPl treatment and guideline adherence in
236 patients with eosinophilic oesophagitis—Results from
the population-based DanEoE cohort shows a low
complication rate

-236 adult EoE from the North Denmark Region.
-68% completely symptorfree. 49% in histological
remission

- Histological remission on PPI therapy (€bS hpf) 48.8%,

K Frandseret al. UEGJ ch




-305 patients

Twice-Daily Proton Pump Inhibitor Induces Higher -Treatments: omeprazole 20 or 40 mg daily vs 20
Remission Rate in Eosinophilic Esophagitis Than Once-

. , ) or40 mgtwice-njf e q° + &Nk 7 5 a4 a.
Daily Regimen Regardless of Total Daily Dose

e

Muftah, Mayssan MD, MPH"2", Goldin, Alison H. MD, MPH'2"; (%) Barshop, Kenneth MD23; (¥} Hsu Blatman, '423% aChieved hi5t0|09iC response to PPI; Wlth
Karen MD%* Hamilton, Matthew ). MD"2; () Lo, Wai-Kit MD, MPH"%; (©) Hornick, Jason L. MD, PhD%5 (%) Chan, _ _ ]
Walter W. MD, MPH, FACG'2 higher rates for twice-daily (moderate

Author Information®

52.8%/high 54.3%) than once-daily (standard
11.8%/moderate 10%) dosing (P < 0.0001).

The American Journal of Gastroenterology 119(5):p 991-995, May 2024. | DOI: 10.14309/ajg.0000000000002712

Mayssaret al AJG 202/

A A trend towards increasedefficacy was observedwhen PPlwas administered among patients with a pathological pH
monitoring (65.4%vs49.3%)

A Durationof at least8weeksevenif extendingup to 12 wksprovideshigherremissionrates(OR2.7; 95%Cl,1.5-5.3)

A Patientswith aninflammatoryrather than stricturing phenotypeare more likely to achieveremissionwith PPI(OR,3.7; 95%
Cl,1.5-5.3)

LucenddAJ et alClinGastroenteroHepatol 2016
LasernaMendieta et al. ClinGastroenteroHepatol 202C



ACTIVE

EOSINOPHILIC ESOPHAGITIS [ihaiatilidamnd D!LATATION®

NO STRICTURE «

l

TOPICAL STERDIDS
Budesonide orodisp
b.i.d

DIET THERAPY:
sible tablet 1mg ClFED_, TFEDI. FFED_, SFED
in motivated ;_h-J1.il.‘rl1.'.~'

MONOCLONAL ANTIBODIES
dupilumab
I00meg once weekly

BOT er P related side sfectafintalemnce,
Previous stercid inefficacy,
Comorbidites Thi inflsmmation

-prazolo

( SAVARY. GILLIARD |

CLINICAL & HISTOLOGICAL MAINTENANCE
REMISSI0ON THERAPY

EMPIRIC DILATATION
Histological remission with If subtie rings or

persistent symptoms strictures are Mo remission

suspected®™®

Perform barium |

esophagogram and high- MNormal esophageal maotility,
resolution esophageal no strictures detected
manometry

(V !> (dupilumab)
Injection |
l 300 mg/2 mlL
IF DISMOTILITY/STRICTURE PRESENT,
TREAT ACCORDINGLY

Switch to alternative therapy
PPls =+ BOT

BOT = Dupilumab

*If clinically viable, the achievement of histological remission before proceeding to esophageal dilatation is advisable

** Assessment of poor esophageal distensibility by means of esophageal panometry before dilatation is advisable

DeBortoli, Visaggi et al DLD 202-



Swallowed topicateroids

Topical swallowed corticosteroids
Initial doses (see references for preparation and administration

information)
Fluticasone (puffed and swallowed through a metered-dose inhaler) _ i i
Al 440,850 p toice datly FTC nebullged suspen3|@§thma drugs)
Children: 88-440 pg twice to 4 times daily (to a maximal adult dose) -BDS nebulized suspensi@sthma drugs)
Budesonide (as a viscous suspension) : :
Children (<10 y): 1 mg daily -BDS oral viscous suspension
Older children and adults: 2 mg daily -BDS orodispersible tablet

Systemic corticosteroids
For severe cases (eg, small-caliber esophagus, weight loss, and
hospitalization)
Prednisone: 1-2 mg/kg

A Same effectiveness of oral prednisone with reduced bioavailability. No systemic effects (hyperphagia, weight gain,
and/or cushingoid features)

A Esophageatandidiasigeported in 10% of patients Adrenalinsufficiencyreported from uncontrolled observational
studies,in aminority of patients

A Systemicorticosteroidsare not generallyrecommendedn EoE

LucenddAJ, et alUnitedEuropearGastroenteroll 2017
Liacouras CA et allAllergyClinimmunol2011; 129:820
Philpott H, et al. AlimerfPharmacolTher 2018;47:10741078



Systemi@nd TopicalSteroidan EoE

Most stringent Symptoms
histologic improved above Treatment
Fluticasone RCTs outcome comparator duration
Konikoff, 2006 =1 eos/hpf n/a 3 mos
n=[15
Alexander, 2012 n=221 MBI > 90% decrease No 6 wks
n=15 in eosinophils
Butz, 2014 mD MOl =1 eos/hpf No 3 mos
ne=
Budesonide RCTs
( Dohil, 2010 < 6 cos/hp Son firs
n =18 NEB
Straumann, 2010 < 5 eos/hpf Yes 15 days
Gupta, 2011 21 scahpt No _—
n=18
O Miehike, 2014 =0 <16 eos/mm? No 14 days
e " -
Comparative RCTs
Schafer, 2008 {ni=S0RMDIE - - Response in Yes 12 wks
n =40 Prednisone biopsy grade
n 3 OVB
Dellon, 2012 [2=1300VE <1 eos/hpf No 8 wks
I 1 | Ll 1
0 20 40 60 80 100
Histologic responders (%) | active
] comparator

DellonES, et al. et aGastroenterologp014;147:12381254



STCsompared nebulizedvsviscous

OVB

Viscous Topical is More Effective than Nebulized Steroid
Therapy for Patients with Eosinophilic Esophagitis

Evan S. Dellon, MD MPH'-2, Arif Sheikh, MD3, Olga Speck, MD PhD4, Kimberly Woodward,
MD4, Ann B. Whitlow, CNMT2, Jessica M. Hores, BA', Marija Ivanovic, PhD3, Allen Chau,
CNMT?3, John T. Woosley, MD PhD*, Ryan D. Madanick, MD'-2, Roy C. Orlando, MD'2, and
Nicholas J. Shaheen, MD MPH1:2

. NEB
A 25 EoE pts, BDS 1 mg bid. NEB vs OVB for 8 weeks

A Lower post treatment eosinophils count in OVB (p=0.02)

A Scintigraphianesured mucosaldrug contact time was higher in OVB (p<0.005)
andwasinverselycorrelatedwith eosinophilscount (R=50.67; p=0.001)

E.SDellon Gastroenterology. 2012 August ; 143(2): 8&24.e:



STCsompared viscous/sorodispersibldablet

A randomised, double-blind trial comparing
budesonide formulations and dosages for short-term
treatment of eosinophilic oesophagitis

Stephan Miehlke," Petr Hruz,’ Michael Vieth,? Christian Bussmann,4

A 76 active pts, 2 weeks treatment: BEkhg/dayy BET (4mgidayy BV S4amgiday) placebo

A BETandBVSboth highly effective
A Safe treatmentglocal candida in 10% pts)
A 80% of patients prefer BET

217 | Baseline [ EoT

o

3

w

> 187

2

o 15

g=

% 124 p=0.0001* p=0.0011* p=0.0017*

3

8 o

2 6.7 6.9

W o 5.6

g 32 = 4.1
E 3_ 2-6 | | L
©

(0]

= 0 T T = —

BET1 BET2 BVS PLA

Figure 4 Total endoscopic intensity score (* vs change in placebo). BET1, effervescent tablets for orodispersible use 2x1 mg/day; BET2,
effervescent tablets for orodispersible use 2x2 mg/day; BVS, budesonide viscous suspension 2x5 mL (0.4 mg/mL)/day; EoT, end of treatment;
PLA, placebo.

600 -

Mean number of eos/mm? hpf (eosinophilic load)
derived from 30 hpf per patient

100 4

5004
4004
3004
200 1
100 4

BET1

600 -
500
400 A
3004
200 1
100 A

BET2

600 -
500
400 4
300 -
2004

BVS

——

600
500 A
400 A
300 -
200 4
100 A

PLA

Baseline

EoT

Baseline EoT

Figure 2 Effect of treatment on eosinophilic load. BET1, effervescent tablets for orodispersible use 2x1 mg/day; BET2, effervescent tablets for
orodispersible use 2x2 mg; BVS, budesonide viscous suspension 2x5 mL (0.4 mg/mL)/day; EoT, end of treatment; PLA, placebo.

MiehlkeS, Gut. 2016;65(3):38899.



Efficacyof BudesonidérodispersibldabletsasinductionTherapyfor
EoBHn a RandomizedPlacebeControlledTrial

/,

Active eosinophilic esophagitis

A 6-weeks twice daily treatment with Budesonide 1mg orodispersible tablets
(BOT) was safe and highly effective for achieving:

Clinico-Histological Clinical Histological Endoscopic
remission (1° endpoint) remission remission remission

»< oo

e 100‘ \57 G\ : 100 C LR ) P < 0 1w
£ 8B 94% C1 [38.2%; 72.0%] Eg =&~ BOT 1mg BID § : u_',\ W'n Wlh g
239 Rt o, : 8 @ Placebo o @ = P < 0001
€S 80 R — §9 80; 32 o ‘gfu;ot 80
© ; o2 g
, Sgw®
%%’x % 57 6% 35& 80+ g_‘_‘_ 53333 G 61.0%
31 23d 3f ™ 5288°
g ® 404 EW 40 .I gl 40 e %8 = ‘é 40
?:% 5? P < 0001 Eg - 3'855__
T 20 ge 2 3 S' =3" 2
& E £ N e J 2 X o o
- 0% ° bt s 9 a 0%
0 0- = v v - Proximal ~ Mid Distad 0
BOT 1m BID Placebo 0 2 4 .u)?n = "::A.V e N:‘l,‘uw;m - -‘:. . Cecers BOT ‘"‘9 8ID Placabo
(n58) (ne2%) Week Localization of affectod esophagus segmwent (59 L]

7

\
~
— -

Theprimary end point was completeremission basedon clinicaland histologicfactors,includingdysphagiaand odynophagiaseverity2 on a scaleof 0¢10 on eachof the 7 days
beforethe end of the doubleblind phaseanda peakeosinophilkcount<5 eosinophils/higtpowerfield

N—88EOEpat|ents Lucendd, et al. et alGastroenterology 2019 Jul;157(1)88.e15



Efficacyof BudesonidérodispersibldabletsasinductionTherapyfor
EoBHn a RandomizedPlacebeControlledTrial

BOT —BOT," Placebo —BOT,"
n (%) n (%)
Variable n = 23) (n = 28)
Any TEAE 13 (56.5) 16 (57.1)
Severe TEAE
Esophageal food impaction
TEAE related to study drug B (26.1) 13 (46.4)
Serious adverse events 0 (0) 0 (0)
TEAE leading to withdrawal from the study 0 (0) 1 (3.8)
Lip edema and oral paraesthesia, both of mild intensity and recowvered 0 (0) 1 (3.8)
TEAE related to study drug and leading to withdrawal from the study 0 (0) 1 (3.8)
TEAEs by occurring in =2 patients in any treatment group:

Gastrointestinal disorders 3(13.0) 2 (7.1)
Gastroesophageal reflux disease 2 (8.7) 1 (3.8)
Infections and infestations 4 (17 .4) 12 (42.9)

Suspected local fungal infection,” thereof: 4 (17.4) 10 (35.7)
Histologically confirmed® 2 (8.7) 7 (25.0)
Histologically confirmed® with suspected endoscopic signs 1 (4.3) 6 (21.4)
Histologically confirmed® with suspected endoscopic signs and clinical symptoms 0 (0) 0 (0)
MNervous systemn disorders 4 (17.4) 1 (3.6)
Headache 4 (17.4) 1 (3.8)

bid, twice daily; TEAE, treatment-emergent adverse evenis.
2BOT —BOT: Patients who received BOT 1 mg bid and who were not in clinico-histologic remission at the end of the 6-wk DB
Ehase continued with a 6-wk open-label treatment with BOT 1mg bid

Placebo —BOT: Patients who received placebo and who were not in clinico-histologic remission at the end of the 6-wk DB
phase continued with a 6-wk open-label treatment with BOT 1 mg bid.
“Local fungal infection (included suspected cases of candida infection, esophageal candidiasis, oral candidiasis, and
oropharyngeal candidiasis) was suspected and assessed as an adverse event if any of the following criteria was fulfilled:
suspected clinical symptoms, suspected endoscopic findings, suspected histologic assessment in H&E-stained biopsies
(even without any endoscopic signs or clinical symptoms).
“Histologically confirmed by Grocott staining.

+ After 12weeks,85%of patientshad achievedremission
+ Sixweek and 12-week BOTadministrationwere safe and well tolerated; 5% of patients who receivedBOT
developedsymptomaticmild candidawhichwaseasilytreated with an oral antifungalagent

N=88EoEpatients Lucendd, et al. et alGastroenterology 2019 Jul;157(1)3elel5



Budesonide Orodispersible Tablets Maintain Remission in a
RandomizedPlacebeControlledTrialof PatientswWith EoE

Quiescent eosinophilic esophagitis

A 48-weeks twice daily treatment with Budesonide 0.5mg or 1mg
orodispersible tablets (BOT) was safe and highly effective for achieving:

Maintaining Clinical Deep Histological Deep Endoscopic

remission (1° endpoint) remission remission remission

PO
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° BOY 1.0mg BOY 0. 5mg Placebo A BOT 10mg BOT05myg Placebo g- 80T 1.0mg BOTO0.5mg Placebs f_ ¢ BOT1.0mg BOTOSmMg Placebo
80 BID 1) 80 80 B0 00 810 8.0 B0 810
(m = 68) (n = 68) (n = 88) (n = 48) in = 68) (n = 88) in=08) (n = 68) (m=08) in=o68) {n = 68) in = 88)

Maintenanceof remission was defined as absence of clinical and histologic relapse and no premature withdrawal for any reason

N—204EOEpat|ents LucenddA, et al. et alGastroenterology 2020 Nov;159(5):16/@85.e5



Budesonide Orodispersible Tablets Maintain Remission In
RandomizedPlacebeControlledTrialof PatientsWith EoE

Median time to clinical relapse: >350 days

100- AL A 1

- 90- =
c O 80~ Median time to clinical relapse: >354 days
.
Q 0 704
& E O 60-
c 2 507
8 c—c ~ 40+ A -}
dh.) O 30- Median time to clinical relapse: 87 days
o g 20| =— BOT1.0mgBID

O 10| = o1 Comabib P < .001

0 | ] L} |}
0 100 200 300 400

Days

Hazard ratio (HR):
BOT 1.0mg BID vs placebo: HR 0.086 (P < .001)
BOT 0.5mg BID vs placebo: HR 0.120 (P < .001)

N=204EoEpatients

Thefrequencyof adverseeventswassimilarin
the BOTand placebogroups

Morning serum levels of cortisol were in the
normal range at baseline and did not
significantlychangeduringtreatment.

Four patients receiving BOT developed
asymptomaticJow serumlevelsof cortisol
Clinically manifested candidiasis was
suspectedn 16.2% of patientsin the BOTO0.5
mg group and in 11.8% of patientsin the BOT
1.0 mg group all infections resolved with
treatment

LucendaA, et al. et alGastroenterology 2020 Nov;159(5):16l/&@85.e5
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Effectiveness and Safety of Orodispersible Budesonide Tablet for Induction and

Maintenance of Remission in Eosinophilic Esophagitis A Multicentre Realworld
ProspectiveStudy

T0

27 did not perform

273 patients
treated with BOT

257 patients
recruited

15 excluded for
histological remission

233 patients
at baseline

24 lost at follow-up

endoscopy within 12 weeks

T1

110 did not perform

1 excluded for low
compliance

2 stopped the treatment
for adverse events

203 patients
after 12 weeks

endoscopy within 52 weeks

T2

2 excluded for low
compliance

5 stopped the treatment
for adverse events

86 patients
after 52 weeks

A Deep histological remission achieved by 84% of patients at T1

A Sustained deep remission at T2 in 78% (86pts).

A 15% experienced lass of histological response at treatment
tapering.

A Primary noaresponders were 8%, and secondary non
responders were 3%.

A No serious adverse effects

A Mild side effects in 12% of pts (mostly oral symptoms)

Maniero, Ghisa et akubmitted



ACTIVE

EOSINOPHILIC ESOPHAGITIS [ihaiatilidamnd D!LATATION®

NOSTRICTURE «---reeeeemeccrcmc e e m e -

l

TOPICAL STEROIDS DIET THERAPY: MONOCLONAL ANTIBODIES

OFED, TFED, FFED, 5 4 dupilumah

Budesomde -:_Jn_ldi:-,um::ihln;: takblet 1mg

b.i.d in motivated patien (s I00meg once weekly
PROTON PUMP INHIBITORS BT cr PP relpted side effects/intalemnce,
ﬁﬁm SYMpLoms mm Previous stercid inefficacy,
. Comorbidities ThZ Inflammation - \
Full dose b.id. LSAVARY. GILLIARD |

-prazolo

CLINICAL & HISTOLOGICAL MAINTENANCE
REMISSI0ON THERAPY

EMPIRIC DILATATION
if subtle rings or

Histological remission with

persistent symptoms strictures are Mo remission
suspected®™®
Parform barium |
esuphaa.f}gmm and high- MNarmal gsopha.geal miotility, - - _
resolution esophageal no strictures detected @ (aupiuman)
manometry Injection |
300 mg/2 mL

IF HSMOTILITY/STRICTURE PRESENT,
TREAT ACCORDINGLY

Switch to alternative therapy
PPIs = BOT
BOT = Dupilumab

*If clinically viable, the achievement of histological remission before proceeding to esophageal dilatation is advisable
** Assessment of poor esophageal distensibility by means of esophageal panometry before dilatation is advisable

DeBortoli, Visaggi et al DLD 202-



EoHs Primarilya Type2 InflammatoryDisease

Types of Immunity2

TYPE 1 TYPE 2 TYPE 3

Primary immune Innate Adaptive

cells+® . , I
NK Thl

Neutrophil ILC1

Function&38 A Protection against intracellular
bacteria and protozoa, viruses

Innate Adaptive

290 @ @

ILC2 Mast cell BasophilEosinophil  Th2 cell Tfh2 Neutrophil  ILC3 Thl7  Th22

|
J

Innate Adaptive

® @@

Key
cytokines-3:6°

A Protection against extracellular
bacteria and fungi

A Protection against helminths and venoms

A iated A Lupus i i it A Psoriasis
in?lzcr)r?:ﬁaetory A Rheumatoid arthritis éEOSII‘]OphIl!(} esophagltls A Rheumatoid arthritis
R RS-V A Multiple sclerosis Atopic dermatitis (eczema) A Multiple sclerosis

A Asthma
A Chronic rhinosinusitis with nasal polyps

A Insulindependent diabetes mellitus

A Insulindependent diabetes mellitus
A Inflammatory bowel diseases

A Inflammatory bowel diseases

e

Simplified depiction based on key published information, not meant to be exhaustive in nat@eeislalso known as-Il7E.

IFNY, interferon gamma,; |g, immunoglobulin; IL, interleukin; ILC, innate lymphoid cell; NK, natural killEihc&lfollicular helper cell; Th, T helper cell; BN&mor necrosis factor beta; TSLP, thymic stromal lymphopoietin.
1.HoppRJPediatrAllergy ImmunoPulmonol 2020;33(1):12L.8. 2.AnnunziatoF, et al J Allergy Clin Immun@015;135(3):62&35. 3.KaikoGE, et allmmunology 2008;123(3):32838. 4. Gandhi NA, et.dxpert Rev Clin Immun@b17;13(5):425
437.5. Gong F, et &ront Immunal2019;10:2918. &yerichK,EyerichS.JEurAcadDermatolVenereal 2018;32(5):69Z03. 7.NakashinK, et alAnnuRev Immunol2001;19:423474. 8. Raphael |, et &ytokine 2015;74(1):8.7. 9.RaccdF, et al.
Front Physiol2022;12:815842.



Type 2 Inflammatory Diseases Commonly Coexist in Adult Patients Yotk

Percentage of EoE Patients With Coexisting Dise&ses

1.0 A

AD
Allergic rhinitis | NG 38%59% IgEFA
Asthma

AR

Food allergy [  39654%

Incidence density of disease

Asthma [N 19%39%

0.0 - T 1

Atopic dermatitis || 69528% 0.0 2.5 5.0

Age at diagnosis (years)

0 50 100

\_

AD, atopic dermatitis AR, allergic rhinitis; IgEFA,
immunoglobulinEEmediatedfood allergy
EoE, eosinophilic esophagitis.

DellonES, et alClin Gastroenterol Hepat®014;12(4):58%96.e1. 2. Prasad GA, et@lin Gastroenterol Hepat@009;7(10):1058.061. 3HruzP, et al.J Allergy Clin Immund011;128(6):13494350.e5. ChehadéM, et al.J Allergy Clin
ImmunolPract 2018;6(5):1534.544.e5.Hill DA, et al. J AllergylinimmunolPract 2018;6(5):15281533



DRUGS

TYPE 2 INFLAMMATION

I

Food all >
ood allergens e

5

f

m (‘\\ N Antolimab/lirentelimab | P - J m
= Al ) _ > @
erIT [ \1\{ 5 = oS
= ¥ = :- § g
Aeroallergens : ‘ ‘fl;
sciTf - o
. Sucralfate 'g
Microorganisms _ D - 2
NCC 2288 i‘;@ A Propionate
_ y / k - = GW766994 Tezepelumab
: = g
N CCL5 CXCL16 Dectrekumab Eotaxin TSLP 0

IL-25

TSLP = IL-13 | R321
Mepolizumab [ : s "
Q8 Reslizumab [P .

Tania N CALY-002 ; i Cendakimab EPO, ECP
P | s I MSF EON
m ; IL-18 imai¥ Etrasimod P e
\ Emt:-cmd — @ >
| Tadekinig a 7 75 IL-5
‘ anti-Va24Ja18 |} GSK1070806 .
Azathloptin L T Fresolimumab

ThO cell
TGF-B LR

® Thiazolidinediones

Tranilast Fibroblast

s FPAE PGD2
tiyptase, LTD4 (ISR

histamine, TNF-a

W

of ENIY o

RaccdF, et al. Front Physiol. 2022 Jan 12;12:815¢



Learning$-romClinicalTrialsof Biologicsn EoE

MoA Nameof therapy

Phasel Phase? Phase3

Clinicakrial outcomes

Mepolizumald4

AntiglL-51

Reslizumaty
AnticlL-13t Dectrekumal(QAX576)8
Ao Omalizumab
priclp it Benalizumaty
Anti¢Siglee8? Lirentelimalb(AKO02)*15

Clinicalrial statusupdatedasof October3, 2023.

X Discontinuedor EoE

IgE, immunoglobulifE; IL,interleukin; MoA, mechanisnof action; Sigled, sialicacid;bindingimmunoglobulinlike lectin 8.
1.Raccd,et al. FrontPhysiol2022;12:815842. DellonE et al. Presentedat DigestiveDiseaséaVeek2023;May 6-9, 2023;ChicagolL.Oralpresentations463,464.3. StraumannA, et al. Gut 2010;59(1):2130. 4. GSK
pipeline. Accessedugust23, 2023https://w ww.gsk.com/ergb/innovation/pipeline/.5. SpergeldM, et al. JAllergyClinimmunol 2012;129(2):45€163.6. Clinicaltrials.govLastupdated September2, 2016 Accesse®ctober

Modestly reducedsophageal
eosinophiligbut failedto
significantlyimprovesymptoms

Nosignificanimprovementsn esophageal
eosinophilisor dysphagia

Significantlyeducedesophageaéosinophilia
but did not improvesymptoms

Met histologicbut not symptomrelated
cocprimaryendpoint

3,2023.clinicaltrials.gov/ct2/show/NCT00538434Tevepipeline.Accessedugust23, 2023 https://w ww.tevapharm.com/globalassets/tevapharaisionfiles/teva-innovativeand-biosimilarpipelineaugust2-2023.pdf 8.
RothenbergME, et al. JAllergyClinimmunol 2015;135(2):50607. 9. Clinicaltrials.govLastupdated May 20,2016.0ctober3, 2023 clinicaltrials.gov/ct2/show/NCT00123630. ClaytonF,et al. Gastroenterology
2014;147(3):60:609.11. Genentechpipeline. Accessedugust23,2023.https://w ww.gene.com/medicaprofessionals/pipelinel 2. RothenbergM, et al. Presentedat DigestiveDiseaséNeek2023;May 6-9, 2023;ChicagolL.
Oralpresentation610.13. AstraZenecaipeline. Accessedugust23,2023.https://w ww.astrazneca.com/ourtherapy-areas/pipeline.html#respiratoryl4. DellonESgt al. Presentedat the 2022AmericanCollegeof
GastroenterologyAnnualMeeting; October21-26,2022;Charlotte, NC Poster0201.15. AllakosClinical Accessedugust23,2023.https://w ww.allakos.com/clinical/#overview.



http://www.gsk.com/en-gb/innovation/pipeline/
http://www.gsk.com/en-gb/innovation/pipeline/
http://www.tevapharm.com/globalassets/tevapharm-vision-files/teva-innovative-and-biosimilar-pipeline-august-2-2023.pdf
http://www.tevapharm.com/globalassets/tevapharm-vision-files/teva-innovative-and-biosimilar-pipeline-august-2-2023.pdf
http://www.gene.com/medical-professionals/pipeline
http://www.gene.com/medical-professionals/pipeline
http://www.astrazeneca.com/our-therapy-areas/pipeline.html#respiratory
http://www.astrazeneca.com/our-therapy-areas/pipeline.html#respiratory
http://www.astrazeneca.com/our-therapy-areas/pipeline.html#respiratory
http://www.allakos.com/clinical/#overview
http://www.allakos.com/clinical/#overview
http://www.allakos.com/clinical/#overview

Approvedand Emerginglrherapeutic$or EoE

MoA Nameof therapy Phasel Phase? Phase3 Approved*  Clinicalrial details
- - - *Approved in EUand other countries
Budesoniderodispersibldablet e
,y Budesonide oralsuspenson (R --ovedin US
Swallowed topical P 4 PP
corticosteroids$#  Fluticasonepropionateorally Completed:May 2022
disintegratingtablet (APF1017: (D Agesl8+
Mometasoneuroate (ESGLO1Y — E\Sg‘]ﬁg%%mpletlondate:October2023
v; *Approved in EU,US,and other countries
iclLn wh . v RNEE
él?]tt'ic-:t-Z/i’\é)s Dupilumaly? ’
poesi T anproies
- Cendakimab Primarycompletiondate: Dec2023
Anticil-1® (RPE4046,CG9353° G Ages1 275
. Primarycompletiondate: May 2026
ANTSLP  Tezepelumaly o AesI280 '
S1Preceptor _ Primarycompletiondate: September2022
mTBchaperonin ompleteductober
60.1peptidetz  IRL20110% 4 Agesl875
: _ Primarycompletiondate: March2025
Anti-KIT4 BarzolvolimalfCDX0159Y}5 — Agesl8+

Clinicaltrial statusupdatedas ofOctober3, 2023.*Budesonideorodispersibletablet (Jorveza) iapprovedfor treatment of EOE iradultsolder than 18 years bijne EMA (0.5 mg bidr 1 mgbid, Dr. FalkPharmaGmbH): Dupilumab300mg qw(Dupixent)is approvedby the EMAfor the treatment of eosinophilic esophagitisin adults
andadolescentsl2 yearsandolder, weighingat least40 kgwho are inadequatelycontrolled by, are intolerant to, or are not candidatesfor conventionalmedicinaltherapy?®

EMA EuropeanMedicinesAgency;EoE eosinophilicesophagitis;USFDA United StatesFoodand DrugAdministration; IL, interleukin; MoA, mechanismof action; S1P sphingosinel-phospate; TSLPthymic stromal lymphopoietin.

1. Jorvezabudesonideorodispersibletablet) [summary of product characteristics] Freiburg, Germany:Dr. FalkPharmaGmbH;2020. 2. TakedaPressReleaseAccessedeptember25, 2023. https:// www.takeda.com/newsroom/newsreleases/2023/Takefianounces=DAAcceptancenf-NDA
Resubmissionf-TAK721-budesonideoralsuspensiorfor-the-Short Term Treatmentof-EosinophilieEEsophagiti€EoE/3. ClinicalTrials.gowpdated June12, 2023. Accessedeptemberl8, 2023. https://clinicaltrials.gov/ct2/show/NCT04281108&. ClinicalTrials.gowpdated September21, 2023. Accessed

October 3, 2023. https://clinicaltrials.gov/ct2/show/record/NCT04849396. Dupixent(dupilumab)[summaryof product characteristics] Sanofiwinthrop Industrie in Gentilly, France;2023. 6. ClinicalTrials.gov.astupdated June5, 2023. Accesse®eptember18, 2023.
https://clinicaltrials.gov/ct2/show/NCT04394351 SanofiPressReleaseAccessedeptember29, 2023.https:// www.sanofi.com/en/mediaroom/pressreleases/2023/20289-26-05-30-00-27491518. RaccdF, et al. Front Physial 2022;12:8158429. ClinicalTrials.gov-astupdated September28, 2023.
Accessedctober 3, 2023. https://clinicaltrials.gov/ct2/show/NCT04753690. ClinicalTrials.gov.astupdated September28, 2023. Accessedctober 3, 2023. https://clinicaltrials.gov/ct2/show/NCT055832217 1. Clinicaltrials.govLastupdated July24, 2023. Accessedctober 3, 2023.
https://clinicaltrials.gov/ct2/show/NCT04682632. RevoloBlotherapeuticsProduct DevLandscapeAccessedeptemberl8, 2023. https://revolobio.com/productdevelopmentlandscapel 104/ 13. Clinicaltrials.govLastupdated December8, 2022. Accessedctober 3,

2023. https://clinicaltrials.gov/ct2/show/NCT0508496B4. CelldexTherapeuticsPipeline. Accessedeptemberl8, 2023. https://celldex.com/pipeline/overview/15. Clinicaltrials.govLastupdated September8, 2023. Accessedctober 3, 2023. https://clinicaltrials.gov/ct2/show/NCT05774184



http://www.takeda.com/newsroom/newsreleases/2023/Takeda-Announces-FDA-Acceptance-of-NDA-
http://www.sanofi.com/en/media-room/press-releases/2023/2023-09-26-05-30-00-2749151

Dupilumabls a DualInhibitor of I1L-4 and |IL-13 SignalingPathways

o IL-4 and IE13 bind to receptors containing
a shared subunit, LR 1

9 Dupilumab is a human monoclonal antibod\y .

that binds specifically to {LR, the shared
receptor component for K4 and IE13, thus

inhibiting the dual signaling pathways of bat

IL-4 and k13!

@ Dupilumab inhibits H4 signaling via the Type
| receptor and both H4 and IE13 signaling
through the Type Il receptér

[L-4 I binding
I-13 binding*
-
Al
o, -‘
IL-4R ‘ Ic IL-13R 1
{
/ b, ! %~ .
[ Dupilumab JAKL Y JAK3 JAKL 1 TYK2
STAT6 STAT6)] STAT3
Type | receptor Type Il receptor
R Becells A Activated B cells  *
A Monocytes A Monocytes
« A Fibroblasts A Fibroblasts y
AT cells A"Smooth muscle cells
A Eosinophils A Epithelial cells

A Mast cells

Expression of type 2 cytokines and chemokines, and activation
of additional preinflammatory signaling pathwa3

IL, interleukin; JAK, Janus kinase; SSiéiial transducer and activator of transcription; TYK2, tyrosine kinase 2.

1. Gandhi NA, et aNat Rev Drug Disca®016;15(1):3§50. 2.HarbH, Chatila TA.Clin Exp Allergp020;50:5%14



DupilumabWas Evaluated in Patients With EoE In the
LIBERTY EoE TREET Study
LIBERTY EoE TREET:

3-part,* randomised, double-blind, placebo- Baseline to Week 24 Week 24 to Week 52
controlled study in EoE*? (double-blind)? (extended active treatment)3
—

Population®2 Dupilumab - Dupilumab
AAged 012 vyears wei ' (n=42] (n=40)

diagnosed with EoE in whom PPI

therapy had failed Placebo Dupilumab _-8
APeak cell count O15 (n=37) 30

despite 8 weeks of high-dose PPI < o9

therapy E ? =2

‘ f (n=80) J (n=74) o
Dosing! A =
- o Placebo Dupilumab

A Dupilumab 300 mg SC QW . (n=37) ‘

*Enrolment for Part B began immediately after the last patient was enrolled in Part A; patients who were enrolled in Part A were not eligible for Part B. Ineligible patients who did not enter Part C enter a 12-week follow-up period.?

AIn Part B, patients who were randomly assigned to receive dupilumab 300 mg were given dupilumab 300mg either weekly or every 2 weeks. Only data from patients receiving dupilumab 300 mg weekly will be shown.

DSQ=Dysphagia Symptom Questionnaire; EoE=eosinophilic esophagitis; eos/hpf=eosinophils per high-power field; PPI=proton pump inhibitor; QW=weekly; SC=subcutaneous.

1. Dellon ES, et al. N Engl J Med. 2022;387(25):2317-2330. 2. Ducixent Summary of Product Chsracteristics Ortoher 2023. 3 Raothenherg MFE, et al. | ancet Gastroenterol Hepatol. Puhlished online 31 August 2023. doi: 10.1016/S2468-1253(23)00204-2.



Improvements in Dysphagia Symptoms Were Rapid Whitlpilumabas Early as Week 4
With Sustained Improvement Through Week 52

\, —O—Dupilumab/Dupilumab (n=40%)
-3 ] TN | —O— Placebo/Dupilumab (n=374)
T -6 1 o gt ° i
m L !
L e % 7 QT
z T
Q12 - T
< O \
8 a5 ONGs R
© O~—Q ! O
S -18 1 | p— ¢ Pl
% =0 7 '0 / \ O~ T S
21 A @ A 0 ! | " o "
A =) =
-24 4 ! Oy OO0
-27 |
Part A Part C
B 2 4 6 8 1 1 1 1 1 2 2 B 2 2 3 3 3 3 3 4 4 4 4 4 5 5
L 0 2 46 8 0 2 WWeek8 0 2 4 6 8 0 2 4 6 8 0 2

Dupilumab/Dupilumab (n=40) 40 40 39 38 36 38 40 32 34 36 33 35 32 29
Placebo/Dupilumab (n=37) 37 34 34 33 28 30 37 26 32 29 25 25 26 23

Up to 76% reduction in dysphagia symptoms from baseline through week 52 with dupilumab

Figure is Figure 9 in the Dupixent Summary of Product Characteristics. *The biweekly DSQ score ranges from 0 to 84, with higher scores indicating more frequent or more severe dysphagia.! #All observed values were used regardless of rescue treatment use.!
DSQ=Dysphagia Symptom Questionnaire; SE=standard error. 1. Dupixent Summary of Product Characteristics October 2023. 2. Dellon ES, et al. N Engl J Med. 2022;387(25):2317-2330.



Dupilumablmproved Histologic Response at Weeks 24 and ParmB/C

LIBERTY EoE TREE

Week 24 Week 52 Week 24 Week 52
PartB Part B
e S2 &Kk KLIF <15 eos/hpf
P<0.0001* 100
100 P<0.0001 100 P=0.000L
84,6 . 82,5 78.4
g 58,8 °70 £
() ’ ()
% 60 % 60
o o
‘5 40 5 40
X x
20 20
0 0
n 79 80 3™ 65" n 79 80 3™ 65"
Part B baseline eos/hpf, mean (SD)
Placebo 84.3 (41.2) Dupilumab 300 mg qw89.2 (46.7)

M Placebo M Dupilumab 300 mg qw M Placebo/Dupilumab 300 mg gwll Dupilumab 300 mg qw/Dupilumab 300 mg gw

Substantial improvement in histologic endpoints observed at Week 24 in Parts A and B, regardless of history of priér S




Dupilumab Phase 3 Safety Results

Part C (Patients from

Part A (24 weeks)

Part B (Weeks 0 to 24

Part C (Patients from
Part B, Weeks 24 to 52)

PART A/C Part A, at 52 weeks) PART B/C _ Blacebol | Dupilumab
Dupilumab Placebo DEPIUMAD SN 300 mg qw/
Dupilumab - 1acebol - 54, mg qw/ (n=78) Y0 Mg qw 303 mgqw Dupliumab
PIa_cB%bo 300 mg qw Dupilumab Dupilumab (n=80) (n=37) 300 mg qw
(n=39) (n=42) 308}_%%qw e d Event n (%) (n=74)
0, n =
Event, n (%) USSOB Deaths 0 0 0 0
Deaths 0 0 0 0 TEAES 55(70.5) 67 (83.8) 23(62.2) 51 (68.9)
TEAEs 32(82.1) 36(85.7) 27 (73.0) 24 (60.0)
Ireatmentemergent 4 1 3% 5 (6.3) 2 (5.4 3 (4.1§
Treatmentemergent 0 2 (4.8)* 1(2.7 0 SAEs
SAEs TEAESs leading to 2(2.6) 2 (2.5) 0 0
TEAEs leading to 0 1 (2.4) 2 (5.45 0 discontinuation ' '
discontinuation ' ' ¢9!19a 6aSR5w! LINBTSNNBR S Nafaate OO d:
¢9! 9& 200dzNNAY3I Ay xmmE: 2F LI GAS patents
rosction (PT) 4(103) 7(16.7)  8(21.6)  4(10.0) || reaction ooy oW 4@eE 08
Nasopharyngitis 4(10.3) 5(11.9) 3 (8.1) 1 (2.5) COVIEL9 0 4 (5.0) 4 (10.8) 7(9.5)
iecti ' Nasopharyngitis 3(3.8 2 (2.5 4 (10.8 3(4.1
'e”rlﬁf]té?ﬂas'te 5(12.8) 3(7.1) 5(135)  4(100) || - t'_o )_'t e (3:8) (2:5) (10.8) (4.1)
njection site
9 (11.5 8 (10.0 1(2.7 6 (8.1
Headache 4(10.3) 2(4.8) 2 (5.4) 3(7.5) erythema (11.5) (10.0) (2.7) 8.1)
Rash 4 (10.3) 0 0 1(2.5) Jecien siE 2(2.6) 10 (12.5) 0 2 (2.7)
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Keymessages

A Theprevalenceof EoHs skyrocketing

A Multiple esophageabiopsiesare mandatoryto diagnoseEoE

A An EarlyEoEdiagnosisandtreatment is keyto stopits naturalhistory

A PPIsSTCsandeliminationdiets are three effectiveand safetreatmentsfor EOE
A Orodispersibldudesonidehasthe highestefficacy

A PPlgemaina valid optionsthanksto their easeof intake, safetyand efficacy

A Dietaryregimensshouldbe consideredonly in highly motivated patientsand consideringa step-
up approach

A Dupilumabis effective for treating Type 2 inflammatory disorders,including EoEregardlessits
severity

A With the expansionof therapeutic options, there is a growingneedto characterizeand stratify
patientsbasedon their risk of developindfibrotic complications
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