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Eosinophilic esophagoduodenitis "
with unusual response to
omeprazole in a teenager

Esofagoduodenitis eosinofilica con respuesta
inusual al omeprazol en un adolescente

Dear Editor:

Eosinophilic gastroenteritis (EGE) represents one variety
within the spectrum of diseases referred to as eosinophilic
gastrointestinal disorders (EGIDs), which includes eosinop-
hilic esophagitis (EoE), gastritis, enteritis and colitis.’

The EGE (beyond EoE) is a rare gastrointestinal disease,
even more rarely happens to appear EoE along with ED in
the same patient.

Twelve-year-old male patient, with a personal history
of rhinoconjunctivitis and bronchial asthma due to allergy
to grass and fungal allergens and subclinical sensitization
to legumes since the age of 8. Gastroesophageal reflux
disease (GERD) diagnosed by pH-metry at 10 years of age.
The patient refered persistent abdominal pain, intermittent
diarrhoea and symptoms of esophageal dysfunction - such
as heartburn, vomiting, choking -, even though the therapy
with omeprazole, 20 mg OD.

Esophagogastroduodenoscopy (EGDC)' with multiple
biopsies/organs/sections oesophagus (3: upper, medium and
lower), stomach (2: antrum and body), duodenum? was per-
formed. Oesophagus with linear grooves and the appearance
of some oesophageal rings were reported. The histologi-
cal samples happened to contain 27 eosinophils/high power
field (eos/hpf) in the duodenum with normal intestinal villi,
55 eos/hpf in the oesophagus, but no presence of eosinop-
hils in the stomach was confirmed. After, the omeprazole
dosage was increased to 40mg BD for 2 months. Then the
mentioned diagnostic procedure EGDC 2 was repeated, and
no eosinophils were found in the samples of the biopsy of
the duodenum, stomach or oesophagus (Table 1).

The patient continued with omeprazole (40 mg OD) and
two years later. We repeated the EGDC 3 without evidence of
eosinophilic infiltration in the 3 organs (Table 1). Helicobac-
ter pylori was not detected in the in none of the three organs
explored in the three EGDCs performed. We excluded other
possible causes of tissue eosinophilia with thoracoabdominal
ultrasound, performed 30 days before the EGDC1: normal;
blood autoantibody levels and 3 stool cultures (intesti-
nal parasitosis): negatives. Allergy study: Sensitization to
pollen (grass and olive-tree) and legumes. The patient was
diagnosed with eosinophilic esophagoduodenitis (EED), that
responded omeprazole (very unusual response)

EGIDs was described by Kaijer in 1937.% These disorders
characterized by gastrointestinal (Gl) symptoms with eosi-
nophilic inflammation (El), most commonly in the Gl mucosa
but sometimes also of the muscular or serous layer. Other
causes of these findings need to be ruled out. Symptoms
may vary depending on both the location of El (organ) and its
extension (invasion of the bowel wall layers)." In addition to
symptoms compatible with EoE, our patient had intermittent

diarrhoea, suggesting EoE with El of the intestinal mucosal
layer. El was confirmed in both organs with oesophageal and
duodenal biopsies.

EGE is a rare disease, with poorly defined diagnostic
criteria and treatment, therefore often responds poorly
to therapy and there is no commonly accepted long-term
treatment.?> Except for EoE, consensus diagnostic crite-
ria for the remaining EGIDs are lacking.* There is also no
consensus in the number of eos/hpf for the pathological
diagnosis of EGE: some authors set the cut-off point at
20 eos/hpf in the stomach and duodenum? while others set
it at 25eos/hpf.>

According to the 2007 consensus GERD had to be ruled
out in order to diagnose EoE, but since the 2011 consensus
there was no need to do so, since GERD can be associated
with EoE, and both diseases are not mutually exclusive. Our
patient had both EoE and GERD, what possibly contributed
to the delay in the diagnosis of EoE. Since he was an ato-
pic male with the symptoms persisted despite treatment of
Omeprazole 20 mg OD, we considered the possibility that he
had concomitant EoE," and so it was.

In the EoE, neither the long-term treatment nor best
maintenance doses for pharmacological therapies have been
defined." We agree with experts and the guidelines, which
recommend an approach where the dose is progressively
decreased to lowest dose that keeps the disease in remis-
sion; which in our patient were 40 mg OD.

There is controversy about the long-term efficacy of
PPIs in children. A recent study has first shown that most
children remain in clinical and pathological remission at one-
year follow up on low maintenance dose; no data for >1
year of follow up are available yet; in our patient, sustai-
ned remission of EE for at least 2 years has been achieved
with Omeprazole 40 mg OD. The systemic anti-inflammatory
effect of Omeprazole could induce the remission of El in the
duodenum.

““In conclusion, we present the first case of eosinophilic
esophagoduodenitis that responds to 40mg of omepra-
zole and stays in remission with this dose for at least 2
years.
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Enfermedad inflamatoria intestinal L)
y cancer colorrectal hereditario:
iexiste un vinculo genético

Inflammatory bowel disease and inherited
colorectal cancer: Is there a genetic link?

La enfermedad inflamatoria intestinal (EEI) se asocia con un
mayor riesgo de desarrollar displasia y cancer, fundamen-
talmente debido a la inflamacion cronica, que constituye
un factor de riesgo independiente vinculado a la duracion y
extension de la enfermedad’.

El riesgo para desarrollar cancer colorrectal (CCR)
en la enfermedad inflamatoria intestinal ha disminuido en
los Ultimos anos, probablemente debido a la optimizacién
del tratamiento médico y a la vigilancia endoscopica; sin
embargo, a pesar de estos Ultimos avances, las estrategias
optimas para la vigilancia y la decision de recurrir a la inter-
vencién quir(rgica siguen siendo objeto de debate?.

Presentamos el caso de un paciente con diagndstico
de CCR vy colitis ulcerosa (CU) extensa de larga evolucion
que, tras realizarse un estudio genético se confirma que es
portador de la mutacion patogénica familiar BRCA1, plan-
teandonos la posibilidad de existencia de un vinculo genético
entre estas dos enfermedades.

Varén de 35 aios con diagnostico de pancolitis ulcerosa
de 15 afnos de evolucion en tratamiento con mesalazina.
Debut a los 20 anos con un brote leve-moderado, reci-
biendo inicialmente tratamiento durante tres meses con
azatioprina, que suspendio por intolerancia digestiva, per-
maneciendo posteriormente en monoterapia con mesalazina
y encontrandose en las revisiones en remision clinica.

En el primer control endoscopico para vigilancia de CCR
a los 10 anos del diagndstico, se observa un poélipo plano
(0-11a) de unos 2 cm en colon transverso que se biopsia y
se tatlia ante la presencia de signos de no-lifting (fig. 1).
Se remite a cirugia y se realiza una panproctocolectomia
total, confirmandose en la pieza quirlrgica que se trata de
un adenocarcinoma ulceroinfiltrante.

Debido a que presentaba antecedentes familiares de can-
cer de mama con diagnostico a una edad temprana (madre
fallecida a los 40 anos, hermana diagnosticada a los 35 anos
y portadora mutacion BRCA), se deriva a la Unidad de Con-
sejo Genético, con diagnostico de mutacion en BRCA1 con
especial susceptibilidad a cancer de mamayy prostatay, en el

caso de nuestro paciente, a CCR debido a los antecedentes
de EIl.

La enfermedad inflamatoria intestinal se desarrolla
en pacientes predispuestos genéticamente, sobre los que
actlan factores ambientales no conocidos totalmente. Estos
pacientes presentan un riesgo de CCR incrementado, atri-
buible al efecto carcinogénico de la inflamacion mucosa
cronica.

El riesgo de cancer colorrectal para cualquier paciente
con colitis ulcerosa es elevado, estimandose en un 2% des-
pués de 10 afos, 8% después de 20 anos y 18% después de
30 afos de enfermedad?.

En la literatura se han descrito varios factores genéti-
cos que influyen en el desarrollo y gravedad de la Ell; sin
embargo, no se ha estudiado la posibilidad de existencia de
predisposicion simultanea a desarrollar CU y CCR desde el
punto de vista genético.

Las alteraciones en la expresion del gen de la E-cadherina
(CDH1), la metilaciéon del ADN (fundamentalmente de sus
promotores p14y p16), y los microRNAs pueden actuar como
oncogenes y favorecer el desarrollo de CCR en este tipo de
pacientes®.

Las mutaciones BRCA 1/2 se asocian con un mayor
riesgo de cancer de mama, ovario, pancreas y prostata; sin
embargo, hasta ahora no se ha demostrado su asociacion con
el cancer colorrectal.

En el caso de nuestro paciente, nos encontramos ante un
doble factor de riesgo para desarrollar CCR: diagnéstico de
una colitis ulcerosa extensa o pancolitis de larga evolucion
y ser portador de la mutacion patogénica familiar BRCA1.

La deteccion precoz de estas alteraciones genéticas
podria ser Gtil, ya que podriamos emplearlas como biomar-
cadores moleculares de riesgo para prediccion de displasia
y cancer®.

A pesar de que se trata de un informe de un caso y
dada la escasez de casos publicados en la literatura médica
mundial que relacionen la mutacion BRCA con el CCR y
la Ell, este hallazgo resalta la importancia del estudio
genético en el manejo clinico tanto del CCR como de la
Ell.

Esto es especialmente relevante en pacientes jovenes
con Ell y antecedentes familiares de CCR, a los que se debe-
ria considerar realizar el estudio de forma rutinaria, ya que
podria modificar el manejo clinicoy la eleccion de la estrate-
gia optima en caso de deteccion de displasia de bajo grado,
sobre la que todavia existe gran debate.
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