
Letter to the editor

Combining different therapeutic interventions in eosinophilic esophagitis may
lead to unreplicable and misleading results

Dear Editor,
In an upcoming issue of Diseases of the Esophagus,
Kruszewski et al. report the first prospective, although
nonrandomized, comparative study between cow’s
milk elimination diet and topical steroids in pediatric
eosinophilic esophagitis (EoE) patients.1 The authors
are to be congratulated because this is one of the EoE
fields most in need for trials. In addition, they did not
only evaluate just histological remission, but also the
impact of therapeutic interventions on symptoms and
quality of life.

Throughout the discussion, the authors elegantly
address the limitations of the study. We find two major
setbacks in the study. The first one is that proton pump
inhibitor (PPI)-responsive esophageal eosinophilia
was not ruled out in any of the included patients from
November 2012, contrary to 20112 and further guide-
lines. The second downside is that both groups (cow’s
milk elimination diet vs. topical steroids) received PPI
therapy concomitantly with the therapeutic interven-
tion. At least one third of patients with suspected EoE
can achieve clinical and histological remission on PPI
therapy.2 PPI therapy has been recently shown to
improve symptoms in EoE patients, despite persistent
esophageal inflammation.3 Furthermore, a recent
abstract has suggested PPI may exert additive effects
over topical corticosteroid therapy in an in vitro model
of EoE.4 Consequently, we can infer that a significant
proportion of patients in both groups (64% vs. 80%,
p 0.4) achieved either clinical and/or histological
improvement due to PPI therapy effects.

Combining different therapeutic interventions in
EoE might guide us to misleading and unreplicable
results. Skin testing-guided elimination diet is a prime
example. The outstanding results (77%) published by
Spergel et al. in 20055 and 20076 have not been repli-
cated at any other centers yet. The main reason is likely
that overall efficacy was due to a combination of three
different strategies (skin testing-guided elimination,
elemental diet in those in which skin testing-guided
diet was too restrictive, and empiric elimination of
cow’s milk). When a single therapeutic intervention
(e.g. six-food elimination diet) in EoE has been sepa-
rately evaluated,7–9 results have been almost identical.
A recent meta-analysis on seven observational
studies10 provided an extremely homogenous remis-

sion rate of around 72%, regardless of the geographi-
cal area or age of the population being assessed (72.8%
and 71.3% for children and adults, respectively).

J. Molina-Infante,1 A. J. Lucendo2

1Department of Gastroenterology, Hospital San
Pedro de Alcantara, Caceres and 2Department of

Gastroenterology, Hospital General de Tomelloso,
Ciudad Real, Spain

References

1 Kruszewski P G, Russo J M, Franciosi J P, Varni J W,
Platts-Mills T A, Erwin E A. Prospective, comparative effec-
tiveness trial of cow’s milk elimination and swallowed
fluticasone for pediatric eosinophilic esophagitis. Dis Esopha-
gus 2015; doi: 10.1111/dote.12339.

2 Liacouras C A, Furuta G T, Hirano I et al. Eosinophilic
esophagitis: updated consensus recommendations for children
and adults. J. Allergy Clin Immunol 2011; 128: 3–10.

3 Molina-Infante J, Rivas M D, Hernandez-Alonso M et al.
Remission in proton pump inhibitor-responsive esophageal
eosinophilia correlates with downregulation of eotaxin-3 and
TH2 cytokines, similarly to eosinophilic esophagitis after ste-
roids. Aliment Pharmacol Ther 2014; 40: 955–65.

4 Zhang X, Huo X, Yu C et al. Omeprazole and fluticasone
inhibit IL-13-stimulated eotaxin-3 expression by esophageal
epithelial cells through different mechanisms and with additive
effects: rationale for combining PPIs with topical steroids for
EoE patients. Gastroenterology 2015; 148 (Suppl 1): S51–2.

5 Spergel J M, Andrews T, Brown-Whitehorn T F, Beausoleil J
L, Liacouras C A. Treatment of eosinophilic esophagitis with
specific elimination diet directed by a combination of skin prick
and patch test. Ann Allergy Asthma Immunol 2005; 95: 336–
43.

6 Spergel J M, Brown-Whitehorn T, Beausoleil J L, Shuker M,
Liacouras C A. Predictive values for skin prick test and atopy
patch test for eosinophilic esophagitis. J Allergy Clin Immunol
2007; 119: 509–11.

7 Kagalwalla A F, Sentongo T A, Ritz S et al. Effect of six-food
elimination diet on clinical and histologic outcomes in
eosinophilic esophagitis. Clin Gastroenterol Hepatol 2006; 4:
1097–102.

8 Gonsalves N, Yang G Y, Doerfler B, Ritz S, Ditto A M,
Hirano I. Elimination diet effectively treats eosinophilic
esophagitis in adults: food reintroduction identifies causative
factors. Gastroenterology 2012; 142: 1451–9, e1.

9 Lucendo A J, Arias A, Gonzalez-Cervera J et al. Empiric
6-food elimination diet induced and maintained prolonged
remission in patients with adult eosinophilic esophagitis: a pro-
spective study on the food cause of the disease. J Allergy Clin
Immunol 2013; 131: 797–804.

10 Arias A, González-Cervera J, Tenias J M, Lucendo A J. Effi-
cacy of dietary interventions for inducing histologic remission
in patients with eosinophilic esophagitis: a systematic review
and meta-analysis. Gastroenterology 2014; 146: 1639–48.

Diseases of the Esophagus (2015) ••, ••
DOI: 10.1111/dote.12397

© 2015 International Society for Diseases of the Esophagus 1VC 2015 International Society for Diseases of the Esophagus1172

Diseases of the Esophagus (2016) 29, 1172
DOI: 10.1111/dote.12397

D
ow

nloaded from
 https://academ

ic.oup.com
/dote/article/29/8/1172/2756876 by SESC

AM
 C

astilla La M
ancha user on 11 February 2022


