
P
os
te
d
on

6
J
u
n
20
23

—
T
h
e
co
p
y
ri
gh

t
h
ol
d
er

is
th
e
au

th
or
/f
u
n
d
er
.
A
ll
ri
gh

ts
re
se
rv
ed
.
N
o
re
u
se

w
it
h
ou

t
p
er
m
is
si
on

.
—

h
tt
p
s:
//
d
oi
.o
rg
/1
0.
22
54
1/
au

.1
68
60
22
30
.0
35
93
69
5/
v
1
—

T
h
is

a
p
re
p
ri
n
t
a
n
d
h
as

n
ot

b
ee
n
p
ee
r
re
v
ie
w
ed
.
D
a
ta

m
ay

b
e
p
re
li
m
in
a
ry
.

Granzyme B is elevated in esophageal biopsies in Pediatric

Eosinophilic Esophagitis
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Abstract

BACKGROUND: Eosinophilic esophagitis (EoE) is an immune-mediated antigen-triggered inflammatory disease of the esoph-

agus. Our aim was to investigate inflammatory responses by a new ex vivo biopsy provocation-based method, stimulating

biopsies with food extracts, possible antigens. METHODS: An experimental study was conducted on esophageal biopsies from

children who underwent esophagogastroduodenoscopy. Supernatants were collected before and after stimulation of the biopsies

with food extracts and analyzed for inflammatory markers, as was also blood and saliva. The biopsies were also stained for

histological analyzes. RESULTS: Twenty-six patients, median age of 12 years, were included. Of the 45 markers analyzed, three

had significant differences between controls and patients with active EoE, Granzyme B, (GzmB), IL-1ra and CXCL8 (p < 0.05).

Levels of GzmB were higher, and levels of IL-1ra were lower in EoE active patients compared to controls and EoE in remission

both at baseline and after food extract stimulation. CXCL8 increased in active EoE compared to controls after stimulation.

GzmB-positive cells were histologically demonstrated in biopsies from patients with active EoE in contrast to control and EoE

remission. CONCLUSIONS: The levels of the barrier-damaging protease GzmB were increased in the supernatant both before

and after stimulation with food extract ex vivo in patients with active EoE, using a new method and observed histologically in

biopsies from patients with active EoE. The presence of the barrier damaging GzmB in EoE active patients may be a guide for

future studies in the pathology of EoE.
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