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Ozofagus.....>15 eosinofil/hpf
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Kronik, 6zofagus fonksiyon bozuklugu
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Eosinofilik Ozofajit (EoE)

* Pediatrik Poplilasyon
insidans.......0.7-10/100 000
Prevelans.....0.2-43/100 000

* Erkek/Kiz 2.5:1-3:1
* Ortalama 6-10 yas
e Tanida Gecikme 4 yil

Artmis Malinite riski yok

Histology and Epidemioclogy:
EoE a New or Simply a Newly Recognized Disease?

Digestive
Di ses

Epidemiology of Eosinophilic Esophagitis
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EoE

Eslik Eden Atopi

EoE

% 80

Astim
Egzema
Alerjik Rinit
Besin Allerijisi

Comparison of atopic features between children and adults

with eosinophilic esophagitis

Natalia Vernon, M.D.,! Sapna Shah, M.D.,” Erik Lehman, M.S.,°

and Gisoo Ghaffari, M.D.!
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EoE Klinik

BUYUME GERILIGI DiSFAJI
GIDALARI REDDETME GOGUS AGRISI
REGURJITASON GIDA TAKILMASI
KUSMA
GOGUS AGRISI
DiSFAJI

GIDA TAKILMASI

Kilo Kaybi, Disfaji, Gida Takilmasi................... Erken Endoskopi

Eosinophilic Esophagitis in [(_ ) T
Children and Adults

Jonathan E. Markowitz, mbp. msce®-*, Steven B. Clayton, rD"




EoE-Endoskopik Gordnum

* Mukozada Odem
Beyaz Eksuda

Furrowing
Trakealizasyon
Striktur
Normal (%17)

The Prevalence and Diagnostic Utility of Endoscopic Features of
Eosinophilic Esophagitis: A Meta-Analysis

Hannah P. Kim, BA', R. Brooks Vance, MD', Nicholas J. Shaheen, MD, MPH'2, and Evan S.
Dellon, MD, MPH':2

'Center for Esophageal Diseases and Swallowing, Division of Gastroenterology and Hepatology,
Department of Medicine, University of North Carolina School of Medicine, Chapel Hill, NC

2Center for Gastrointestinal Biology and Disease, Division of Gastroenterology and Hepatology,
Department of Medicine, University of North Carolina School of Medicine, Chapel Hill, NC
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EoE-Histopatolojik Degerlendirme

e Ust-Orta-Alt Ozofagus....>15 Eosinofil

15/hpf Duyarhligi %100

- .. EoE
Ozglnligl %96

Distribution and variability of esophageal eosinophilia in
patients undergoing upper endoscopy

Evan S. Dellon, MD MPH'2, Olga Speck, MD PhD?3, Kimberly Woodward, MD3, Shannon
Covey, MD?, Spencer Rusin, MD3, Nicholas J. Shaheen, MD MPH' 2, and John T. Woosley,

MD PhD3




FOE Biyopsi Sayisi Onemli mi?

 Tek Bx.....EoOE tani ......... %73
e 3 Bx......... EoE tani......... %97
* 6 Bx......... EoE tani.......... %100

Ozofagusda 2 Farkli Bolgeden 2-4 Bx Ornegi

Histopathologic Variability in Children With Eosinophilic
Esophagitis

Ameesh A. Shah, MD', Amir E Kagalwalla, MD?, Nirmala Gonsalves, MD?, Hector Melin-Aldana, MD’, B.U.K. Li, MD* and
Tkuo Hirano, MD?

OBJECTIVES: The diagnosis of eosinophilic esophagitis (EoE) is based on histologic findings of eosinophilia
in the esophageal squamous epithelium in patients presenting with esophageal symptoms.
Variability in the degree of squamous epithelial eosinophil infiltration presents a challenge




Ozofagiyal Eosinofili

* Eosinofilik Ozofajit

 GOR

* >15

° <12

* Candida (parazit, bakteri, viral)

e Colyak, Akalazya, GVH

 Ozofagiyal tutulumlu Crohn

e Eosinofilik GIS

 Kollojen Doku Hastaliklari




FOE Histopatolojik Incelemede Sadece Eosinofil?
Baska..?

* Tedaviye Yanit
* Nuks

* Stenoz N
e Steroide yanit

* Bazal Zone Hiperplazi
 Eosinofilik Abse

* Hicreler Arasi Aciklik Artisi (DIS)
* Diskeratotik Epitel Hucreleri

* Lamina Propriada Fibrozis

Newly developed and validated eosinophilic esophagitis histology scoring
system and evidence that it outperforms peak eosinophil count for disease
diagnosis and monitoring

M. H. Collins,' L. J. Martin,” E. S. Alexander,>® J. Todd Boyd,' R. Sheridan,' H. He,? S. Pentiuk.*
P. E. Putnam,* J. P. Abonia,” V. A. Mukkada.,* J. P. Franciosi,* M. E. Rothenberg®




EoE Tedavi

* PPI

* Diyet

* Steroid

e Balon Dilatasyon

Eosinophilic Esophagitis in () JEE
Children and Adults

Jonathan E. Markowitz, mp. msce® ™, Steven B. Clayton, mp”

The lack of a consistent and sequential treatment strategy stems not only from a
lack of head-to-head trials of treatments but also relates to differences such as
whether the treating physician is a gastroenterologist or an allergist, the philosophy
of the treating physician, the willingness of the patient to participate in specific treat-
ment strategies, and the resources available to the patient and the treatment team.
Understanding that there is no sinale acce%ted treatment aeeroacp, and that all treat-
ments discussed have a reasonable expectation of success, the authors propose the

following approaches to treating children and adults with EoE.




Olgu-1

* 4 yas Erkek Hasta
 Basvuru Tarihi: 10/03/2017
* Sikayet: Kusma

Agza aci su gelme

Istahsizlik

Son 6 aydir



Sistem Sorgulamasi

Agza aci su gelme (+)

Kusma (+)
Bulanti (-)
Agz1 kokusu (-)
Takilma hissi (-)
Yutma guclugu (-)
Reglrjitasyon (-)
Karin Agrisi (-)

Kilo alimi duraklamis, son 1 yildir ayni kiloda



Ozgecmis/Soygecmis: Onemli dzellik yok
Atopi hikayesi ®

Ilk 2 yil Reflii nedeni ile PPI kullanimi var
Istahsiz cocuk



FM

* Va:15 kg (10-25pr)
* Boy: 99cm (10-25pr)
Sistemik Muayenesi Normal

On Tani: Komplike GOR?, Colyak?




Plan

* Tam kan
* Colyak serolojisi, Total IgA
* Endoskopi







38 Eosinofil




Tedavi- Izlem

1) PPl 2 mg/kg/giin 2 ay
2) Kontrol Endoskopi




Izlem 2 ay sonra

* Kusma (@+)

e Kusma (-)

e Agza Aci Su Gelme (@+) e Agza Aci Su Gelme (-)

Klinik remisyon var

Endoskopik ve histopatolojik remisyon?




Endoskopi ve Bx

Klinik, Endoskopik, Histopatolojik remisyon Var

TAM IYILESME




Olgu-2-

Basvuru Tarihi:10/04/2013, 6,5 vyas

Sikayet/Hikaye: Kusma, agiza aci su gelme, retrosternal agri
2 yil
Refli ........... Gaviscon, Ranitab....(Dizensiz kullanim)
PPI......... (son 1 yil diizenli)

Sikayetlerde azalma var
Tumuiyle gecmemis

OMD:N

Refll Sintigrafisi:
Gastroozofagiyal Refli lle
Uyumlu




Sistem Sorgulamasi

* Yemek Yerken Takilma Hissi (+)
* Odinofaji (+)

* Sirt Agrisi (+)

* Kusma (+)

 Karin Agrisi (+)

* Agza Aci Su Gelme (+)

* Retrosternal Agri (+)




Oz Gegmis
Dis merkezde daha dnce Allerjik Rinit tanisi almis

Soy Gecmis
Akrabalik (-)
Babaanne ve kardesi astim




FM

* VA:18.45 kg (10-25pr)
* Boy:118.5 cm (50-75pr)
Sistemik Muayenesi Dogal

On Tani

Komplike Gastrodzofagiyal ReflG?
Eosinofilik Ozofajit?




Plan

* Endoskopi

Hgb:11,8
Htc:34
BK:6870
PLT:355.000
Eosinofil:%4,7










Patoloji

e Ust ve orta dsefagus: spesifik patoloji icermiyor
Alt 6zofagus: 25 eosinofil/ BBA
(1 yildir PPI kullanirken)



Tani: Eosinofilik Ozofajit




Pediatrik Alerji Konsuiltasyonu




Pediatrik Alerji Degerlendirmesi....




Tedavi Plan

* PPl 2mg/kg/glin’e c¢ikildi
* Budezonid (Pulmicort) neb oral (1000mcg/glin) eklendi



1zlem

Tedavinin 4. ayinda

* Yemek Yerken Takilma Hissi ({®+)
» Odinofaji ({® +)

* Sirt Agrisi (@ +)

e Kusma (@+)

* Karin Agrisi ({9+)
* Agza Acl Su Gelme (®+)

* Retrosternal Agri ({9 +)

* Yemek Yerken Takilma Hissi (3 +)
* Odinofaji (-)

* Sirt Agrisi (@)

e Kusma (-)

e Karin Agrisi (@)

e Agza Aci Su Gelme (-)

* Retrosternal Agri (@)




Il.Endoskopi 25/07/2013
(izleminin 4 .ayinda)

Tedavi altinda lezyonda
gerileme var

1. Bx:

Ust 6sefagus. Spesifik patoloji yok
Orta 6sefagus: hafif derecede eoz infiltrasyoon

Alt 6sefagus: 24 eosinofil/BBA

Bir onceki biyopsi ile karsilastirildiginda degisiklik izlenmemistir




Tedavi Plani

* PPl 2 mg/kg/glin
* Budezonid (1000 mcgr/gtin) devam
 Sut eliminasyon diyeti eklendi



Izlem |

» Tedavinin 8. Ayinda * Yemek Yerken Takilma Hissi (-)
(St diyeti eklendikten 4 ay sonra) * Odinofaji (-)
..... 06/01/2014 * Sirt Ag”Sl (_)

e Kusma (-)

e Karin Agrisi (-)
* Agza Aci Su Gelme (-)
* Retrosternal Agri (-)




Tedavinin 8. ayinda

EO ile ilgili Klinik diizelme (+)

Endoskopik Dizelme?
Histopatolojik Dizelme?



I1l. Endoskopi: Normal
Bx:Normal



Izlem

* EOQ ile ilgili Klinik remisyon (+)
* Endoskopik remisyon (+)

* BX:N Histolojik remisyon (+)

Tedaviye 4 ay daha degisiklik yapilmadan devam edildi
*Budesonid 1000mcg/giin

*PPl 2mg/kg/gln
*Sat diyeti devam



Izlem

Klinik yakinmasi olmayan hastanin Budezonid tedavisi 6 ayda
vari doz devam edilerek tedavinin 18. ayinda kesildi.
PPl ve st diyetinin devami onerildi.

Ekim /2015’e kadar dizenli izlemi var
PPl aliyor 2 mg/kg/glin, diyet yapiyor
22 ay sikayet yok....



Il.Basvuru Tarihi.....04/04/2017:
18 ay izleme gelmiyor, diyeti birakmis, PPI’'ni haftada 4-5 gtin kullanmis

Sikayet: Son 15 gundir karin agrisi
Iki aydir takilma hissi, agrili yutma..

FM
Va: 28.8kg (10-25 pr)
Boy: 142.5 (50-75 pr)
Sistemik Muayenesi :Normal

Eosinofil: %5,4



* Bx: Ust Ozofagus: 75 eosinofil sayisi
Orta Ozofagus: 70 eosinofil sayisi
Alt Ozofagus: 70 eosinofil sayisi
Intra epitelyal mikroabse (+)

IV.Endoskopi 06/04/2017
Lezyon (+)







Pediatrik Alerji Degerlendirmesi




Tedavi Plani

* PPl 2 mg/kg/glin
e Pulmicort 2000mcgr/giin
 Diyet baslandi: Stt, yumurta, piring, kuruyemis

e GOz Konsultasyonu....
* Metabolizma Konsultasyonu... D vitamin Destegi
 Diyetisyen ile temasa gectik...



Klinik 4 aylik sUre icinde 2 kez takilma hissi
Karin Agrisi yok
Disfaji Yok
Refli semptomlari yok

V. Endoskopi: 24/08/2017 .......... Ozofagus dogal gériinimli
Bx: Orta 0sefagusda 16 eosinofil/BBA



Problem... \

Hasta sut ve sut Urdnleri yemek istiyor

* SUt diyeti acildi, 4 ay sikayetsiz, endoskopi / biyopsi yapiimadi

e Ardindan yumurta da acildi

* Yumurtayla da 2 ay sonra sikayet yok...

e Budesonid: 2000mcg/giin / PPI / Diyet (kuruyemis ve pirinc) devam
* Kontrol endoskopi / biyopsi



18/01/2018
VI Endoskopi:N
Bx:N

Tedavi altinda ...Klinik, endoskopik ve histopatolojik remisyon saglandigi icin
Tam remisyon...... St ve yumurta EoE icin tetikleyici degil

* PPI ve diyet (kuruyemis ve piring) devam
* Budesonid 10 aydir 2000mcg/glin aldi, 1000mcg/gline azaltildi



6 ay sonraki izlemde

e 3 haftadir agrili yutkunma ve geceleri uykudan uyandiran bogaz agrisi
ve 0glrme

VII. Endoskopi: 09/08/2018

Tum Ozofagus Mukozasinda trakealizasyon ve
furrowing

Bx: Ust 6zofagus eosinofil sayisi: 18
Orta 0zofagus eosinofil sayisi: 110
Alt 6zofagus eosinofil sayisi: 100°den fazla

Tedavi

PPl ve diyet (piring, kuruyemis) devam
Budesonid 2000 mcg/gtin’e artirildi




EoE tedavisinin amaci

1. Semptomlarin kontroll
2. Histolojik remisyonun saglanmasi
(<15 eos/BBA)

3. Osefagusta darlik, tikanmayi (remodelling)
onleme

4. Hayat kalitesinin iyilestirilmesi

5. llac ve diyet tedavisiyle ilgili yan etkilerinin
onlenmesi




ONEMLI

*EoE’de semptomlarin kontroltu (klinik remisyon)
veya endoskopik olarak normal gorinim,
histolojik olarak iyilesmeyi (remisyonu)
ongormez



ONEMLI

*EoE ile ilgili 6sefagusta darlik gelisiminin en
onemli belirleyicisi histolojik remisyonun
saglanamamasidir



ONEMLI

*Klinikle beraber histolojik remisyon saglamayan
bir EOE tedavisi basarili sayllamaz



EoE tani ve tedavi rehberi 2017

UNITED EUROPEAN
GASTROENTEROLOGY @ l

ueg jouina

United European Gastroenterology Journal
2017, Vol. 5(3) 335-358

Review Article

Guidelines on eosinophilic esophagitis: vyl pand

evidence-based statements and o oeal N
. . . journals.sagepub.com/home/ueg

recommendations for diagnosis and $SAGE

management in children and adults

Alfredo ] Lucendo™?, Javier Molina-Infante®>, Angel Arias®",

Ulrike von Arnim®, Albert ) Bredenoord®, Christian Bussmann’,

Jorge Amil Dias®, Mogens Bove’, Jesiis Gonzalez-Cervera®*®, Helen Larsson’,
Stephan Miehlke*, Alexandra Papadopoulou®?, Joaquin Rodriguez-Sanchez*?,
Alberto Ravelli'*, Jukka Ronkainen®®, Cecilio Santander**®,

Alain M Schoepfer’, Martin A Storr*®, Ingrid Terreehorst*?,

Alex Straumann®® and Stephen E Attwood*



EoE tedavi secenekleri

Topikal Eliminasyon
icilen KS diyeti

Lucendo AJ, UEGJ 2017



EoE tedavi secenekleri

* Klinik remisyon %60 (eriskin),
%80 (cocuk)

* Histolojik remisyon %50

 Tavsiye edilen PPI ve dozu:
Omeprazol 2 x 20-40 mg (eriskin)

1-2 mg/kg/glin (cocuk)
veya esdegeri
e Gunde iki defa vermek daha
etkili

Lucendo AJ, UEGJ 2017



EoE tedavi secenekleri

Idame tedavisi ne kadar * Eriskin ve cocuk EoE olgularda
surdurulmeli ve ne dozda PPI tx ile 1 yillik izlemde
yapiimali?

histolojik remisyonu saglayan
kadameli azaltilan minimum doz
(eriskin) veya

yari dozda (cocuk) %80 basarili

* Tedavi kesildikten 3-6 ay sonra
klinik ve histolojik relaps

Lucendo AJ, UEGJ 2017



EoE tedavi secenekleri

PPI yanith EoE’yi 6ngoren
herhangi bir belirte¢ var mi?

* Malesef yok

* Klinik, endoskopik, histolojik,
serolojik veya molekuler bir
belirtec yok

* Genetik belirtec? TH2
transcriptome’lar benzer.

Potasyum kanal bloker geni
KCNJ2 (+)?

Lucendo AJ, UEGJ 2017



EoE tedavi secenekleri

EoE tedavisinde ilk se¢cenek
olabilir mi?

e Kullanim kolayhgi, dustk yan etki
profili, basari orani nedeniyle
evet

e Hasta uygun PPI tedavisi
altindayken yanitsiz ise hayir

 Mutlaka hastanin ve ailesinin
fikri alinmali

Lucendo AJ, UEGJ 2017



EoE tedavi secenekleri

Topikal
icilen KS

Lucendo AJ, UEGJ 2017



Comparison of Oral Prednisone and Topical Fluticasone in the Treatment
of Eosinophilic Esophagitis: A Randomized Trial in Children

ELIZABETH T. SCHAEFER. JOSEPH F. FITZGERALD, JEAM P. MOLLESTOMN, JOSEPH M. CROFFIE.
MARLWAM Do PFEFFERKOEMN, MARK. B, CORKIMS, JOEL D. LIM, STEVEN J. STEINER, and SAMDEER K. GUPFTA

Indians Univarsity School of Medicine, Jesmes WWhitcomb Riksy Hospital for Childian, Daasion of Pediatnc Gastoaniemdogy, indisngoalis, indians
CLIMICAL GASTROENTEROLOGY AND HEPATOLOGY 20085165173
B MPZ mFP
* 80 ¢ocuk olgu
100 * MPZ (2mg/kg/g, max:60mg/g)
80 * FP
e <l1lyas 880 mcgr/gun
60 e 11-18 yas 1760 mcgr/gin
40 e Y
* FP hastalarin %15 6zefagial kandidiazis
20 * MPZ hastalarin %40’in da sistemik yan etki ( hiperfaji, asiri kilo
alma, cushingoid gorinim)
0

Histopatolojik cevap Klinik cevap * Olgularin % 45 (23/51) klinik relaps (+)

Table 6. Proportion of Patients With Persistence /Recumence of EE Symptoms by Visit Week

Weak 4 Week 12 week 18 Weak 24
Prednisone 0.0% (0/32) 11.1% (3/27) 35.7% (10,/28) 44.4% (12/27)
Fluticasone 2 .B% (1/36) 3.6% (1/28) 21.7% (5,/23) A5 8% (11/24)

Chil-zquara P valusa 3422 2B1T 2TEE 2207




EoE tedavi secenekleri

Histolojik remisyon saglar mi?

Topical steroids Placebo Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Alexander 2012 13 19 0 15 134% 64.38[3.31,1251.90 —_—
Butz 2014 15 23 0 13 136% 49.24[2.59,935.08] s ——
Dohil 2010 5 15 0 9 129% 9.95[0.48, 204.99]
L] Konikoff 2006 10 20 1 11 23.6% 10.00 [1.07, 93.44] - &
I O I ka I Straumann 2010 13 18 2 18 365% 20.80[3.45, 125.30] N S
Total (95% CI) 95 66 100.0%  20.81[7.03,61.63] -
Total events 56 3

ity: Tau®= : = = = g5 = + + : 4
Heterogeneity: Tau*= 0.00; Chi*=1.54, df=4 (P= 0.82); F= 0% 0.005 01 0 200

° ° 7o
I I I n f Testfor overall effect: 7= 5.48 (P < 0.00001) Favours Placebo Favours Topical steroids
e Topical steroids Placebo Odds Ratio 0Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Rand 95% C1 M-H, Random, 95% CI

Alexander 2012 17 19 1 15 180% 119.00[9.74,1453.36] B
Butz 2014 17 23 1 13 199% 34.00[3.61,320.10] —_—
Duohil 2010 14 15 1 9 155% 112.00[6.13, 2045.17] E——
Konikoff 2006 13 20 4 11 255% 3.25[0.70,15.07] T =

Straumann 2010 16 18 B 18 211% 64.00[B.00, 511.70] —F
Total (95% CI) 95 66 100.0%  32.20 [6.82, 152.04] e
Total events 7 9

Heterogeneity: Tau®= 1.85; Chi®= 10.08, df = 4 (P= 0.04); I*= 60% :l] 008 0:1 1:|] 2l]l]:

Test for overall eflect Z= 4.38 (P < 0.0001) Fovours iacciiol ‘v

ure 1 Efficacy of topical stercids versus placebo for complete and partial histclogic remission.

Lucendo AJ, UEGJ 2017



EoE tedavi secenekleri

Klinik remisyon saglar mi?

Topikal

icilen KS

Lucendo AJ, UEGJ 2017



Icilen topikal KS ile klinik remisyon

Topical steroids Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Alexander 2012 12 19 15 292% 1.96 [0.49, 7.77) —
Butz 2014 6 17 ) 8 245% 0.68 [0.13, 3.55] i E—
Dohil 2010 12 14 5 8 19.6% 4.80 [0.65, 35.20] o
Straumann 2010 13 18 4 18 26.7% 9.10 [2.00, 41.45] S
Total (95% CI) 68 51 100.0% 2.72[0.90, 8.23] EX
Total events 43 20
Heterageneity: Tau®= 0.60; ChiF= 5.67, df= 3 (P=0.13);, F= 47% ! i t 1
Test for overall effect. Z=1.77 (P= 0.08) 0.gpe " A i 200

Favours Placebo Favours Topical steroids

Figure 2 Efficacy of topical steroids versus placebo for clinical response in eosinophilic esophagitis.



Daha once PPI yanitsiz EoE’de icilen topikal KS

Steroids Comtrol Odds Ratio Odds Ratio
Study or Subgroup  BEvents Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Butz 2014 15 23 ] 13 215% 4924259, 935.08) - + . I . k
Dohil 2010 T 8 1 6 20.7% 35.00[1.74,702.899] + +
Straurmann 2010 12 18 2 18 57.8%  20.80([3.45, 125.30] —— H IStO OJ I
Total (95% CI) 49 37 100.0% 27.88[7.12, 109.19] e re m | Syo n
Total events 35 3
Heterogeneity: Tau®= 0.00; Chi*= 0.28, df= 2 (P= 0.87); F= 0% l t t !

Bt 0.005 0.1 10 200

Testfor overall effect. Z=4.78 (P = 0.00001) Favours [control] Favours [steroids)

Steroids Control Odds Ratio Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Butz 2014 3] 17 4 9 36.6% 0.68[0.13, 3.59) - B -
Dohil 2010 4 8 2 6 253% 14.00 [0.94, 207.60] - + KI i n i k
Straumann 2010 13 18 4 18 381% 9.10([2.00, 41.45] X O L
Total (95% CI) 43 33 100.0% 3.93 [0.57, 27.23] --*"‘ re m i Syo n
Total events 26 10
Heterogeneity: Tau®= 1.96; ChiF= 6.32, df= 2 (P= 0.04); F= 68% i[] 008 I]JT1 : 111'] 21][J=

Testfor overall effect: £2=1.39 (F=0.17)

Favours [control] Favours [steroids]

Figure 3 Topical stercids versus placebo in patients who were previous non-responders to proton pump inhibitors for complete histologic response

{a) and clinical response (b).



EoE tedavi secenekleri

Topikal KS cesidi yaniti etkiler mi?

Topikal

icilen KS

Lucendo AJ, UEGJ 2017



Icilen topikal KS cesidi ve yanitlari

Table 2 Subgroup analysis

Complete histological remission odds ratio
Subgroups {95% CI)

Partial histological remission odds ratio
(95% CI)

Clinical response odds ratio
{95% CI)

Children less 14.83 (3.18,69.19)
than 18years

Adults 25 (2.64,236.71)
Fluticasone 256.12 (5.46,115.62)
Budesonide 17.17 (3.66,80.40)

15.91 (3.83, 66.15)

61.89 (14.4,266.03)
19.89 (2.17,182.67)
77.36 (14.27,419.4)

3.54 (0.89,14.09)

2.69(0.56,12.97)
1.27 (0.44,3.65)
7.20(2.15,24.05)

Cl, confidence intervals.



Flutikason propionate yaniti

Fluticasone
Study or Subgroup  Bvents

Control
Total Events Total Weight

Odds Ratio
M-H, Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

Alexander 2012 13 19 0 15 26.5% 64.38([3.31,1251.90] -t
Butz 2014 15 23 0 13 269% 4924 [259, 93508 = >
Konikoff 2006 10 20 1 11 46.7% 10.00[1.07,93.44] L
Total (95% CI) 62 39 100.0% 25.12[5.46, 115.62] 7 -
Total events 38 1
Heterogeneity: Tau®= 0.00; Chi*=1.26, df= 2 (P=0.53); F= 0% I t t {
gy 0.005 01 10 200
Test for overall effect Z= 4.14 (P < 0.0001) Favours [control] Favours [steroids)
Fluticasone Control Odds Ratio Odds Ratio
Study or Subgroup Bvents Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Alexander 2012 17 19 1 15 29.59% 119.00[9.74, 1453.36] —
Butz 2014 17 23 1 13 31.9% 34.00 [3.61,320.10) & +
Konikoff 2006 13 20 4 11 38.6% 3.25[0.70, 15.07] Spe
Total (95% CI) 62 39 100.0%  19.89 [2.17, 182.67] P\ _—
Total events 47 ]
Heterogeneity, Tau®= 2.70; Chi*= 6.88, df= 2 (P=0.03); F=71% I t t i
s % 0.005 0.1 10 200
Testfor cverall eflect 2= 2.04 (7=10.008) Favours [contrel]) Favours [steroids]
Fluticasone Control Odds Ratio Odds Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Alexander 2012 12 19 7 15 58.9% 1.96 [0.49,7.77] —t+
Butz 2014 B 17 4 9 411% 0.68[0.13, 3.54] —
Total (95% Cl) 36 24 100.0% 1.27 [0.44, 3.65] *
Total events 18 11
Heterogeneity: Tau?= 0.00; Chi*= 093, df=1(P=0.34), F= 0% }IJ 005 []11 4 1=D 200=

Test for overall effect: Z=0.44 (P= 06E)

Favours [control] Favours [steroids]

Histolojik
remisyon

Klinik
remisyon



Budesonid yaniti

Budesonide Control Odds Ratio Odds Ratio
Study or Subgroup  Evemts Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dohil 2010 5 15 0 8 261% 9.95 |0.48, 204 99 -
Straurnann 2010 13 18 2 18 T739% 20.80(3.45,125.230] ——
Total (95% CI) 33 27T 100.0% 17.17 [3.66, 80.40] ---
Total events 18 2
Heterogeneity, Tau®= 0.00; Chi*= 017, df=1 (F=0.68), F= 0% i 1 t i
Test for overall effect: £= 3.61 (P= 0.0003) oo Famurg'?mntml] Famur;tlibudesnnide} oo
Budesonide Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Randorn, 95% CI
Cohil 2010 14 15 1 § 339% 112.00([6.13, 2045.17] = *
Straumann 2010 16 18 2 18 66.1% 64.00[8.00,511.70] ——
Total (95% CI) 33 27 100.0% 77.36 [14.27, 419.45] e
Total events 30 3
Heterogeneity: Tau®= 0.00; Chi#= 0.09, di=1 (P=0.76), F= 0% I t y i
Testfor overall effect: Z= 5.04 (£ < 0.00001) o Favourg'llcomrul] FavDur;?budésnnldE}ﬂuu
Budesonide Control Odds Ratio Ddds Ratio
Study or Subgroup  BEvents Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dohil 2010 12 14 5 8 36.7% 4.80 [0.65, 35.20) TRy -
Straumann 2010 13 18 4 18 63.3% 9.10[2.00, 41.45) ——
Total (95% CI) 32 27 100.0% 7.20 [2.15, 24.05] *
Total events 25 9
Heterogeneity, Tau®= 0.00; Chi*= 0.25, df=1 (P=062), F= 0% ;n_nm 0?1 110 1E||:|£f

Testfor overall effect: Z= 3.21 (P=10.001)

Favours [contral] Favours [budesonide]

Histolojik
remisyon

Klinik
remisyon



EoE tedavi secenekleri

Topikal KS nasil vermeliyiz?

Topikal KS

Lucendo AJ, UEGJ 2017



EoE tedavi secenekleri

Topikal KS tedavi suiresi ne kadar olmali?

Topikal

icilen KS

Lucendo AJ, UEGJ 2017



Eosinofil sayisi/hpf
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Long-Term Budesonide Maintenance Treatment Is Partially Effective Tor

- Patients With Eosinophilic Esophagitis
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EoE tedavi secenekleri

* Histolojik remisyon saglar
e Klinik remisyon: budesonid (+)

TOpIkal flutikazon?

* Topikal KS kullanim suresi
histolojik remisyondan sonra
minimum 6 ay daha devam
edilebilir

 Kesildikten sonra ortalama 5.5
ayda klinik relaps

icilen KS

Lucendo AJ, UEGJ 2017



EoE’de eliminasyon diyet cesitleri

Allerji testlerine Sut 2'li A'\ij 6’ Elementer
dayali eliminasyon eliminasyon eliminasyon eliminasyon  mamalar

diyet diyeti diyeti diyeti diyeti




EoE’de diyet tedavisi ile histolojik remisyon

Elemental diet

&-FED

4-FED

\”l

2-FED

Allergy testing-guided _—I Cocuklarda %47
Dairy* _—| Cocuklarda %33-56
0 10 20 20 40 50 &0 70 20 90 100

B Adults [OChildren

Molina-Infante J, JACI 2018



Once 2, olmadi 4, daha da olmadi &'l diyet
(2-4-6 diyeti)

Molina-Infante J, JACI 2018



130 EoE patients (non-responders to PPI)
underwent a 2-food group elimination diet

¥ i

56 patients (43%) achieved 74 patients (57%) without

clinicohistologic remission clinicohistologic remission
L4 L
54 patients stepped up to 20 patients unwilling to continue
a 4-food group elimination diet with dietary therapy

k

10 patients (19%:) achieved
clinicohistologic remission

44 patients (81%) without
clinicohistologic remission

i i

27 patients stepped up to 17 patients unwilling to continue
a 6-food group elimination diet with dietary therapy

4

i
8 patients (29%) achieved
clinicohistologic remission

19 patients (70%) without
clinicohistologic remission

FIG 1. Flowchart of patients during the study.




Once 2, olmadi 4, daha da olmadi &'l diyet
(2-4-6 diyeti)

=1

=B EEEBEL 2L EE

O Overall W Adults B Children

3% 48% ne

.

TFGED

TFGED + FFGED

7% 80% L.

TFGED + FFGED + SFGED

Molina-Infante J, JACI 2018



EoE’'de suclu besin sayisi

BOne " Two B Three M Four [ Five

100

an
= BO
=
2 7p . 68 o
E 60 s
E 505
5 50 .
T 40

30%,

g 30 25% 258, 255%
(=8

20 o II

10

: [ | |

TFGED FFGED SFGED

FIG 4. Proportion of responders to each distary intervention and correspond-
ing number of food triggers identi fied after individual food reintroduction.



Diyetlerle endoskopi sayisi ve suclu besin
bulunana kadar gec¢en diyet siiresi

TABLE Ill. Calculations on the number of endoscopic procedures and correlative diagnostic process time required for empiric
dietary interventions in 10 patients with EoE

Food reintroduction Total weeks
Initial endoscopy in SFGED Total no. of on dietary
after an SFGED responders (n = 7) endoscopies  restrictions
(] 11 T X G =42 52 312

Initial endoscopy  Food reintroduction Step-up SFGED  Food reintroduction
after a FFGED in FFGED in SFGED
responders (n = 6) responders
(n= 1)
4.6 10 64 =24 4 1 X6=6 204
Initial endoscopy  Food reintroduction Step-up FFGED  Food reintroduction  Step-up Food
after a TFGED in TFGED in FFGED SFGED reintroduction
responders (n = 4) responders in SFGED
(n = 2) responders
(n=1)
2-4-6 10 4 2=8 G 2X4=8 4 1 X 6==6 42 252

Histologi ¢ remission mtes of 405% (TFGED), 605 (FFGED], and 786 { SFGED) and a 6-week penod before each endoscopy for ather elimimation diet of food reintroduction wens
assumed.



Diyet ve icilen topikal KS ile fibrozisde dizelme

P=0.078

I'_'_|
n:17

B Resolution
of Fibrosis

B Persistence
of Fibrosis

Number of patients
s

Steroid therapy Dietary therapy

Lieberman JA, Allergy 2012
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EMT puani (Remodeling belirteci)
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Tedavilerle EMT ve Osefagusta eozinofil iliskisi
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r=0.827 (p<0.001)
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Patient with confirmed EoE

CONSIDER ONE AMONG THESE THERAPEUTIC OPTIONS*

PPI THERAPY SWALLOWED TOPIC STEROIDS ELIMINATIONDIET
I I
W W W
No remission Histologic remission, Clinic and histologic
with persistent remission

i

symptoms

|

Check the efficacy

of alternative

anti<inflammatory

Strictures/narrow caliber esophagus I

treatments above Yes | Mo

L

No remission™

K

Endoscopic
dilation

Rule out other conditions unrelated
to esophageal inflammation

| Reevaluation of the initial diagnosis

v !

Elemental diet
Expermental drugs —

Long-term treatment with an effective |«—

anti-inflammatory drug or diet

*In patients with persistent symptoms under anti-infllammatory therapy, endoscopic dilation should be considered

** Refer the patient to an EoE center



EoE’de dogal seyir (Cocuk)

* n=330 olgu

* Remisyon: %3.3

e Besin tolerans: % 6.8

Joumnal of Pediatric Gastroenterology and Nutrition
48:30-36 '© 2008 by European Society for Pediatric Gastroenterology, Hepatology, and Nutrtion and
North American Society for Pediaric Gastroenterology, Hepatology, and Nutrition

14 Years of Eosinophilic Esophagitis: Clinical Features
and Prognosis

*TJonathan M. Spergel, *TTerri F. Brown-Whitehorn, *{Janet L. Beausoleil,
TJames Franciosi, *Michele Shuker, TTRitu Verma, and TIChris A. Liacouras

Divisions of *Allergy and Immunology, ¥Gastroenterology and Nurrition, The Children’s Hospital of Philadelphia, and
f(ﬁrh-‘ersr'n-‘ of Pennsylvania School of Medicine, Philadelphia

TABLE 5. Resolution of eosinophilic esophagitis

Total resolution Outgrown some food allergmes

N 11 33

Age at diagnosis, y 5.6 4.9
Follow-up, y 3.2 6.8
No. foods 2.4 4.5




EoE’de dogal seyir (Cocuktan eriskine)
_ APgT Alimentary Pharmacology and Therapeutics

The natural history of eosinophilic oesophagitis in the
transition from childhood to adulthood

P. Menard-Katcher*, K. L. Marks', C. A. Liacouras*, J. M. Spergel™®, Y.-X. Yang*¥ & G. W. Falk*

£ 00 PAGI-QOL scores
Table 6 | Ongoing therapies in study subjects - 4.58 :
4.00! 3.73°
Therapy oy
PPI (within past 30 days) 26/53 (49%) e
Swallowed steroids 3/53 (6%) 1%
Study medication 3/53 (6%) 050!
Allergy-directed diet 40/53 (76%) 0.00— y

Total QoL Dietary QoL




Olasi kotu prognoz belirtecleri

 Aktif hastalik stresi

* Dilatasyon ihtiyaci olmasi

* PPl yanitsiz hastalar

e Tedavi uyumu dustk hastalar




