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Esophageal Eosinofilia — orsakir skv.
American College of Gastroenterology

* Eosinophilic gastrointestinal diseases
* PPl-responsive esophageal eosinophilia
* Celiac disease

* Crohn's disease

* Infection

 Hypereosinophilic syndrome

* Achalasia

* Drug hypersensitivity

e Vasculitis

 Pemphigus

 Connective tissue diseases

e Graft vs. host disease

* PPI, proton-pump inhibitor.



Vélinda bakfladi

* Raudkyrningar eiga ekki ad vera i vélinda

* Tilvist peirra ivélinda var talid tengt bakflaedi



GE reflux > PPI - REE

damage to the tight junctions due to acid exposure

results in increased permeability with dilation of
intracellular spaces and may allow for allergen penetration

triggers subsequent recruitment of eosinophils to the
esophageal epithelium

direct anti-inflammatory effect of the PPl on the
esophageal epithelium

recent report has shown that in esophageal cell lines,
exposure to omeprazole in cells stimulated with cytokines
such as IL-13 and Il-4 can block the secretion of eotaxin-3,
which is thought to play an integral role in development of
EoE .



PPI-REE

PPl-responsive esophageal eosinophilia — The pathogenesis of
esophageal eosinophilia in such patients is not well understood. It is
also unclear if PPI-responsive esophageal eosinophilia and
eosinophilic esophagitis are distinct diseases. In a study that
evaluated differences in major basic protein, tryptase, and eotaxin-
3 levels in patients with PPI-responsive esophageal eosinophilia,
eosinophilic esophagitis, and controls, there were significant
differences in protein levels when patients with eosinophilic
esophagitis were compared with controls but not with patients with
PPl-responsive esophageal eosinophilia In addition, some patients
with an initial response to PPls subsequently develop recurrent
symptoms and eosinophilia consistent with eosinophilic esophagitis
Interestingly, PPIs block STAT6, which is involved in binding of the
eotaxin-3 promoter in esophageal epithelial cells, suggesting that
the response to PPIs in some patients may in part be due to an
anti-eosinophil effect .



PPl -REE

e several pediatric and adult studies have
described a histologic response to PPl therapy
that is consistently in the 30-50%range

 more than one-third of all patients with
esophageal eosinophilia on biopsy will
respond to a PPI, and patients in this category
should not be diaghosed with EoE.



PPI-REE verdur ad EoE ?

* PPI-REE has not been shown to be associated with an
antigenic or immunologic cause of esophageal
eosinophilia and cannot be labeled as an EoE
phenotype at this time

* |long-term follow up of these patients is lacking

* one small case series highlighting this issue follows four
pediatric patients with PPI-REE . Despite continued
therapy with PPI, patients developed symptoms
warranting repeat endoscopy, which ultimately
demonstrated recurrent esophageal eosinophilia
consistent with EoE.



EoOE

Eosinophilic esophagitis — Diagnostic criteria have been
proposed in at least two consensus guidelines, which were
similar in their recommendations].

Symptoms related to esophageal dysfunction

Eosinophil-predominant inflammation on esophageal
biopsy, characteristically consisting of a peak value of 215
eosinophils per high power field

Mucosal eosinophilia is isolated to the esophagus and
persists after two months of treatment with a PPI trial

Secondary causes of esophageal eosinophilia have been
excluded

A response to treatment (dietary elimination; topical
glucocorticoids) supports the diagnosis but is not required



Eosinophilic esophagitis

Fjoldi eo. > 15 phpf bendir til EoE

Nygengi jokst ur 0.45 /100.000 1991-95
9.5 /100.000 2001-5

Hja bornum jokst nygengi ur 0.91 /10.000
2000 i 1.28/10.000 2003

Algengara i drengjum

V4



EoE i bornum - einkenni

Feeding dysfunction (median age 2.0 years)
Vomiting (median age 8.1 years)
Abdominal pain (median age 12.0 years)
Dysphagia (median age 13.4 years)

Food impaction (median age 16.8 years)



EoE — fullordnir - einkenni

Dysphagia
Food impaction

Chest pain that is often centrally located and
does not respond to antacids

Gastroesophageal reflux disease-like
symptoms/refractory heartburn

Upper abdominal pain



EoE vi0 speglun

Stacked circular rings ("feline" esophagus) :44
percent

Strictures (particularly proximal strictures) : 21
percent

Attenuation of the subepithelial vascular pattern:
41 percent

Linear furrows : 48 percent

Whitish papules (representing eosinophil
microabscesses) : 27 percent

Small caliber esophagus: 9 percent






Evidence Based Approach to the Diagnosis and Management of Esophageal
Eosinophilia and Eosinophilic Esophagitis (EoE

Major features
Edema (also referred to as decreased vascular markings, mucosal pallor)
Grade 0: Absent. Distinct vascularity present Grade 1: Loss of clarity or

absence of vascular markings

Fixed rings (also referred to concentric rings, corrugated esophagus, corrugated
rings, ringed esophagus, trachealization) Grade 0: None Grade 1: Mild-
subtle circumferential ridges Grade 2: Moderate-distinct rings that do not
impair passage of a standard diagnostic adult endoscope (outer diameter 8-

9.5 mm) Grade 3: Severe-distinct rings that do not permit passage of a diagnostic
endoscope

Exudates (also referred to as white spots, plaques) Grade 0: None Grade
1: Mild-lesions involving less than 10% of the esophageal surface area Grade
2: Severe-lesions involving greater than 10% of the esophageal surface area
Furrows (also referred to as vertical lines, longitudinal furrows) Grade O:
Absent Grade 1: Vertical lines present

Stricture Grade 0: Absent Grade 1: Present (specify estimated luminal
diameter)

Minor features

Crepe paper esophagus (mucosal fragility or laceration upon passage of diagnostic
endoscope but not after esophageal dilation) Grade 0: Absent Grade 1:
Present

Narrow-caliber esophagus (reduced luminal diameter of the majority of the
tubular esophagus) Grade 0: Absent Grade 1: Present






Greining a EoE- verdur ad fa vefjasyni

* A meta-analysis of endoscopic findings in EOE from 100
publications encompassing a total of 4,678 patients
with EoE and 2,742 controls found that the sensitivity,
specificity, and predictive values of endoscopic
findings alone are insufficient for diagnosis of EoE

* |n addition, the inter- and intra-observer reliability of
detecting these findings is only in the fair range , and
the endoscopic appearance may be normal in 10-25%
of patients with EoE

* Therefore, mucosal biopsies of the esophagus should
be obtained in all patients in whom EoE is a clinical
possibility regardless of the endoscopic appearance.



EoE - vefjaskoOun

Histology —Esophageal eosinophilia in the absence of clinical
features is not sufficient to make a diagnosis of eosinophilic
esophagitis.

During endoscopy, biopsies should be obtained from the distal
esophagus as well as either the mid or proximal esophagus .
The sensitivity of biopsies for diagnosing eosinophilic
esophagitis depends upon the number of biopsies obtained
In a report of 66 adults, the sensitivity was 100 percent after
obtaining five biopsies compared with 55 percent with one
biopsy .

A second study found that the sensitivity for two, three, and
six biopsies was 84, 97, and 100 percent, respectively .



EoE - endurskodun fra 2013

the MAIN new information will be the new
attitude towards response to PPI

dilemmas in long term steroid safety
safety of dilation

and suggestions for endoscopic and clinical
evaluation so that registries and multi centre
studies may have a consistent scoring.



EoE — rannsokn og medferd

Ofnaemisprof og aftur ofnaeemisprof — RAST —
prick — Epicutan

Ofnaemisproéf inn i vélindad

PPi lyf

Sérfaedi
Fluticason
Sterar iv / oralt



EoE - tilfelli 1

* 6 manada drengur fékk hitavellu, blédugan
nidurgang og byrjadi ad hafna allri faedu. bPyngdist illa.
Var a brjosti og illa gekk ad naera hann til ad byrja med
og var pad gert med magaslongu i gegnum nefid.
Pannig var hann naerdur i i 2-3 vikur og var settur a
Nutramigen mjolk.

* Ofnaemis prof ( RAST) endurtekin syna svorun gagnvart
mjolk, eggjum og fiski og parf drengurinn ad vera afram
a Nutamigen mjolk - sennil. naesta arid. Kom ekki aftur.



EoE tilfelli 1

e Lida 6 ar. Kemur vegna kvidverkja vid naflann
og sma ogledi sl. 1 1/2 viku.

* pessa viku hefur hann verid med nidurgang
nokkrum sinnum a dag. Saga um a0 vera afar
lengi ad borda og ad pad hafi stadid i honum
matur i sumar og haust. Hefur ekki kastad
upp. Matarlyst hefur alltaf verid misjofn og
hefur pad ekki breyst.



EoE tilfelli 1

Fyrir nedan efsta 1/3 hluta vélinda er dberandi tunnugerdar
munstur og einnig langsum linur nidur eftir vélindanu. Magi er
edlilegur og bulbus duodeni og pars descendens duodeni
somuleidis. Tekin eru 2 syni ur duodenum. Vid J-sveigju virdast
maga-vélindamot ageetlega pétt. Pannig ekki merki um hiatus
herniu. Tekid er 1 syni fra vélinda a bakaleidinni. Par sem
drengurinn er ordinn mjog ordlegur nast ekki fleiri syni.

Nidurstada: Er med esophagitis liklega eosinophiliskan esophagitis.
Bedid verdur eftir nidurstodum ur pessu eina syni en liklega parf ad
fa drenginn til ofnaemislaeknis og setja hann a sérstakt faedi asamt
bvi sem hann heldur afram a Nexium.

| sneidum greinist slimhudarbiti dr vélinda med péttri iferd
eosinophila i pekju (24 per HPF). Breytingin samrymist eosinophilic
esophagitis.



EoE tilfelli 2

13 ara drengur med sogu um ad pad hafi stadid i honum fra pvi
hann var pinulitill. Mjog lengi ad borda, slefar mikid og er i
vandraeedum med ad koma nidur mat. Fér ad standa i honum pegar
hann var 2-3 ara gamall. Nu parf hann ad tyggja vel og lengi.
Akvedid er ad gera hja honum speglun med pessa sogu.

e Lysing: Fyrst er notad Olympus nasal gastroscope. Premedication er
Xylocaine halssprey, Midazolam 5mg og Leptanal 40+20ugr i.v. Farid
nidur med teekid nidur i skeifugdrnina sem er ad sja edlilegt, tekid
syni padan. Magi er ad sja alveg edlilegur og vid J-sveigju eru
ageetlega pétt maga-vélindamot og ekki merki um hiatus herniu.
Engin bdlga i maga. Farid er upp i vélinda og er trachealisering i 6llu
vélindanu. Engin sar sjast. Slimhudir eru pokkalega edlilegar ad utliti
hvad roda vardar. Tekin eru syni ur nedri og efri hluta vélinda.



EoE tilfelli 3

7 ara gomul stulka hefur asthma bronchiale og exema og hefur
sogu um eggjaofnaemi en er vist komin yfir pad nuna og feer edlilega
faedu.

Sagan um meint bakflaedi neer aftur um pad bil 1 1/2 ar - uppkost a
kvoldin, gjarnan eftir matinn og reyndar einnig a 68rum timum dagsins
eftir adrar maltidir t.d. morgunmat.

b4 er huin oft med skal eda disk fyrir framan sig og gubbar i hann. Atta mig
ekki alveg a hvort hun kugist mikid eda bara skyrpir en petta hefur verid
aberandi hja henni.

Hun hefur verid sett a bakflaedislyf fyrir ari sidan Pariet og sidan nu a
Rabeprazol en hefur pad haft misgdd ahrif og pegar skammturinn var
aukinnudr 10mgx1 i 10 mg x 2 pa lagadist astandid fyrst toluvert - en nu
hefur dregid ur ahrifum pess og hefur petta ekki haft nein ahrif upp a
sidkastid.



EoE tilfelli 3

e bad er greid intubation nidur i munn og vélinda.
Efst uppi er ekkert oedlilegt ad sja en pegar
kemur ad midbik vélindans og nidur ad nedri
enda pess er langsum lina nokkud aberandi og
virdist vera bjugur eda proti i slimhudinni. Sé
engin sar med vissu. Engin aberandi hyperemia.
Farid er nidur i maga sem er a0 sja alveg edlilegur
og ger0 J-sveigja og eru magavéelindamot
ageetlega pétt. Ekki hiatus hernia. Farid inni
bulbus duodeni sem er ad sja edlilegur og inn i
pars descendens duodeni.



EoE - tilfelli 4 - ad utan

I’d like your advice on treatment in a 10 year old boy with EoE with persistent EoE and
narrowing of the entire esophagus.

He was referred to me by a pediatric allergist, who already knew the boy from the age of
one year old. He had symptoms of dysphagia for at least 2 years but was a slow and fussy
eater since he was a toddler. He has stunted growth, but normal weight for height. The first
EGD showed narrowing of the entire esophagus, only a 5,9 mm scoop could pass and also
>60 eos/HPF oon 3 levels. | created a mucosal tear of the upper part of the esophagus
because of first introducing the regular scoop fort his age (9,6mm), so | placed a NG tube and
he received only Neocate per tube for one week after which we let him eat thick solids and
expand what he could eat. 1also gave 4 weeks of high PPl and rescoped him after 4 weeks.
No improvement in narrowing or eosinophilia, so he was started on 2 FED (milk and wheat)
for 8 week. Rescope showed no improvement, so | expanded to 6FED for 8 weeks, with
improvement of number of eosinophils (ca 30/HPF) but no improvement of the narrowing.
Added flixotide swallowed, slight further improvement. So | deceded to give him a course of
high dosage of prednisolon (like in IBD, 4 weeks 1 dd 40 mg, followed by deminishing dose
and rescoped him at 1 dd 15 mg. Improvement of the eosinophils to 5 eos proximally, 10 in
the middle and 15/HPF distally (coming from resp 30, 30 and 40 eos/HPF. So marked
improvement, but unfortunately no improvement in the narrowing.



Tilfelli 4 — a0 utan

My questions are:

- What shall | do with the dosage of prednisolon? Because of his small
height, | don’t want him to long on oral prednisolon. Shall | start him on a
higher dose of viscous budesonide 2 dd 2 mg (or more?)

- Shall | look at his adrenal/cortisol axis?
- Do | start him on maintenance azathioprin?

- Since the narrowing of the esophagus is ful length, | don’t want to
dilate him, and I’'m wandering if the stricturing is permanent, with influx
of eos in the muscle of the esophagus causing scar tissue.

He and his parents do not want an elemental diet, he is taking 1 liter of
Neocate orally (strawberry flavor) since | started the diagnostics and is
growing but not yet cathing up in height.



EoE tilfelli 5

12 ara stulka med eosinophiliskan esophagitis og liklega
eosinophiliska bolgu i pormum lika sem greindist pegar hun var i
Malasiu, bjo par. Hefur nu verid i eftirliti hja okkur og verid nokkud
oft speglud. Er med bolgur sérstaklega distalt i vélinda en hennar
adal kvartanir eru mikill slappleiki og preyta, beinverkir ut um
allan likamann, i atlimum baedi ofan og nedan og liklega i fleiri
beinum en verid skodud af gigtarlaekni par sem ekki hefur fundist
nein skyring. Fer samt i leikfimi, hefur ekkert misst ur skélanum. Er
a alveg geysilegu fafaedi, feer faar tegundir.

| sneidum greinast slimhudarbitar ar vélinda. | vélindapekju sést
bétt iferd eosinophila (meira en 50 per HPF). Nokkur spongiosa
greinist einnig i pekju.

Breytingin samrymist eosinophilic esophagitis. Bdlga i pormum er
horfin a.m.k. i bili.



EoE tilfelli 5

Hja ofnaemislaekni:

Vardandi tid einkenni med magaverkjum, nokkud oft
hofudverki med og ogledi pa er margt sem bendir til pess
ad parna sé einnig um migreni ad raeda. Hun fékk medferd
med Periactin a sinum tima pegar hun var yngri.

Raedi petta pvi vid barnataugalaekni og hann er sammala
hugmynd minni a0 profa ad setja inn Postofen pegar hun
faer pessi einkenni eda ad profa fyrirbyggjandi medferd
med Amitriptylini

Ef ad Postofen dugar ekki pa mun ég visa henni i athugun
hja taugalaekni barna.

Hvada almennu einkenni eru petta ???
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System einkenni

Hofudverkir - oft daglega —litur illa Ut —
breyta - slappleiki

Slaeemur svefn

Naatur sviti

Dokkir baugar undir augum

Munnsar

Nocturnal enuresis

Lioverkir — hypermobilitet i [idum
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