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Abstract  

Objectives: The Endoscopic Reference Score (EREFS) for endoscopic assessment of 

eosinophilic esophagitis (EoE) was recently introduced. The correlation between endoscopic 

signs, scored according to the EREFS, and histopathological signs is unknown. We aimed to 

determine if the EREFS system can predict histological activity in patients with EoE. 

Methods: We included 69 patients with EoE (age 35 (interquartile range 29-48) years; 80% 

male) who, between 2006-2014, underwent upper endoscopy during which high-quality 

endoscopic images were taken and esophageal biopsy specimens were obtained. Per 

endoscopy, ≥3 depersonalized images were scored prospectively according to the EREFS by 

an expert endoscopist. Histopathological signs were scored prospectively by a pathologist 

with gastrointestinal expertise. Both endoscopic observer and pathologist were blinded to 

the patient’s condition and each other’s score. 

Results: Individual endoscopic signs did not correspond to the peak eosinophil count or 

other histopathological signs. Although the composite fibrotic signs score, inflammatory 

signs score, and total EREFS score were significantly correlated with the peak eosinophil 

count, none of these scores was found to have high positive and negative predictive value 

for histologically defined disease activity. Furthermore, in the follow-up of 35 EoE patients, 

lower peak eosinophil counts were not associated with a decrease in endoscopic 

abnormalities. 

Conclusions: In adult EoE patients, the fibrotic, inflammatory and total EREFS scores 

correlate with peak eosinophil counts and other histopathological features of EoE, but their 

predictive value for disease activity is insufficient for clinical use. Therefore, biopsies remain 

indispensable for the assessment of disease activity.   
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Introduction 

Eosinophilic esophagitis (EoE) is an increasingly diagnosed, chronic inflammatory disease of 

the esophagus, which causes symptoms of dysphagia and food impaction.
1,2

 Endoscopically, 

93% of the patients demonstrate any of the following signs in the esophagus: concentric 

rings, linear furrows, white exudates, edema, strictures, diffuse narrowing or a crepe paper 

appearance.
3-5

 As these endoscopic signs are not specific for EoE, the diagnosis requires 

esophageal biopsy sampling.
6
 A novel classification system has been introduced in order to 

standardize the endoscopic assessment of esophageal signs of EoE (EREFS).
7
 The EREFS 

system has moderate to substantial inter- and intra-observer agreement for most signs of 

EoE, except for edema.
7,8

 It enables consistent scoring of most endoscopic signs which 

facilitates its application in clinical studies in patients with EoE.  

An important problem in the care of patients with EoE is the lack of biomarkers of 

esophageal inflammation other than esophageal eosinophilia. Consequently, esophageal 

biopsy sampling is recommended not only for the diagnosis but also for the follow-up of 

EoE.
6
 Clinical management of patients with EoE would be greatly facilitated if the EREFS 

system would provide adequate information on disease activity during follow-up, so that 

taking biopsies and histological examination could be omitted. Therefore, we aimed to 

determine if endoscopic signs scored according to the EREFS system can predict histological 

activity in adult patients with EoE. 

 

Methods 

This retrospective observational study was conducted in the Academic Medical Center, 

Amsterdam, The Netherlands, which functions as a tertiary referral center for EoE patients. 

Patients were not exposed to any additional interventions for the study purpose. Therefore, 

in accordance with Dutch law, formal medical ethical assessment was not required. 

 

Data collection 

We included endoscopic and histopathological data of adult patients diagnosed with EoE 

according to current guidelines (symptoms of esophageal dysfunction and histology showing 

>15 eosinophils per high power field (eos/hpf) despite double-dose proton pump inhibitor 

treatment).
6
 Data, gathered between 2006-2014, were included regardless of the patient’s 

treatment status (either none or proton pump inhibition, topical corticosteroids, or a food 

elimination diet). Endoscopic images were selected based on the highest quality regarding 

sharpness and motionlessness. Per patient, 3-6 depersonalized images were included in a 

slideshow (Microsoft PowerPoint 2003; Microsoft Inc, Redmond, Wash). In case a patient 

had undergone multiple endoscopies, a single endoscopy was initially selected in a blinded 

and random fashion. All slides thus contained images of one endoscopy of a unique patient.  

In addition, in order to measure the utility of the EREFS in the follow-up of EoE patients, we 

identified patients who had undergone ≥2 endoscopies and selected the 2 endoscopies with 

the highest and lowest peak eosinophil count to obtain the largest difference in eosinophil 

count within each patient. These endoscopies were then classified as “eos high” and “eos 
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low” groups, respectively, and endoscopic signs were evaluated in both groups. 

 

Evaluation of endoscopic signs 

An endoscopist with EoE expertise (AJB) received an introductory slideshow containing 

representative images and written descriptions of the EREFS for endoscopic signs of EoE, and 

prospectively scored the endoscopic signs according to the EREFS.
7
 The endoscopist was 

blinded to the patient’s condition. Observations were filled out on a standardized, printed 

form.  

Endoscopic signs of EoE were also classified into a fibrotic and an inflammatory group of 

signs. Rings, strictures, and crepe paper esophagus are considered fibrotic signs of EoE, 

whereas exudates, edema, and furrows are thought to reflect acute inflammation.
9,10

 From 

individual endoscopic signs scored according to the EREFS system, a fibrotic signs score, an 

inflammatory signs score, and a total EREFS score were calculated as follows. The fibrotic 

signs score resulted from the severity of rings (0-3) and presence of strictures (0-1); it thus 

ranges from 0 to 4. The inflammatory signs score resulted from the severity of exudates (0-

2), edema (0-1), and furrows (0-1); it thus ranges from 0 to 4. The total EREFS score was the 

sum of the fibrotic signs score and the inflammatory signs score and ranges from 0 to 8.
7,11 

 

Histopathological analysis 

In our hospital, esophageal specimens are stained with H&E according to standard protocol 

when EoE is suspected, in order to evaluate eosinophil counts and other signs of 

inflammation. An experienced gastrointestinal pathologist (JV) blinded to patient's 

treatment status analyzed the esophageal biopsy specimens, taken at different levels of the 

oesophagus, in a random order, using an Olympus BX41 microscope (Olympus Europe, 

Hamburg, Germany). In each biopsy specimen, the area of greatest eosinophil density was 

detected with a low-power view. By using a magnification of 400x (1 hpf), the peak 

eosinophil count was determined. The presence of eosinophilic microabscesses (defined as 

clusters of ≥4 eosinophils) was analyzed at high-power, and basal hyperplasia and spongiosis 

were analyzed at low-power (for both: 0 = absent, 1 = extending to lower third of total 

epithelial thickness (mild), 2 = extending to middle third (moderate), 3 = extending to upper 

third (severe)), according to the literature.
12-14

 For basal hyperplasia and spongiosis, the 

most severe score was noted (examples are given in Figure 1). Observations were filled out 

on a standardized, printed form. 

 

Statistical analysis 

Continuous data were expressed as medians (interquartile range (IQR)). Patient subgroups 

were compared using the Kruskal-Wallis test, the Mann-Whitney U test or the Wilcoxon 

signed rank test where appropriate. Proportions were compared using the Chi-square test, 

Fisher’s exact test, or the Chi-square test for trend where appropriate. Correlations were 

calculated using Spearman’s correlation coefficient. We considered P<0.05 to be significant. 

IBM SPSS Statistics (version 22) was used for statistical analyses. 
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Figure 1. Examples of histopathological signs of EoE in a patient with active EoE and in a patient in remission.  

A) In this patient with active EoE, esophageal eosinophilia was accompanied by severe basal hyperplasia and 

severe spongiosis, both extending to the upper third of the epithelium. B) In this patient in remission, no 

eosinophils were seen, and basal hyperplasia and spongiosis were absent. 

 

Results 

Patient selection 

We included endoscopy and histopathology data of 69 EoE patients; age 35 (29-48) years, 55 

(80%) males. In total, 153 endoscopies in which high-quality images were taken and biopsy 

samples were acquired, were eligible for inclusion in this study, of which 69 (one per patient) 

were initially selected. In 35 of 69 patients follow-up was available. Medication use at the 

time of endoscopy was as follows: 75% none or esomeprazole double dose, 19% topical 

corticosteroids, 6% food elimination diet. Histopathological analysis revealed that 18 of 69 

patients were in remission (3 (1-6) eos/hpf) during endoscopy, whereas 51 patients had 

active disease (55 (35-100) eos/hpf). 
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Endoscopic signs in active EoE and in remission 

In 69 endoscopies, edema was the most frequently described finding (n=66, 96%), followed 

by furrows (n=49, 71%), rings (n=46, 67%), white exudates (n=36, 52%), strictures (n=24, 

35%), and crepe paper esophagus (n=8, 12%).  

Compared with patients in remission (<15 eos/hpf), rings and furrows were significantly 

more severe in patients with active EoE (≥15 eos/hpf) (Table 1). No differences were found 

in the severity of exudates and edema, and the presence of strictures and crepe paper 

esophagus, although all patients with a crepe paper esophagus had active disease. The 

fibrotic signs score, and the total EREFS score were significantly higher in patients with active 

EoE than in those in remission. The inflammatory signs score was not significantly higher in 

patients with active EoE compared with those in remission. 

 

Histopathological signs in active EoE and in remission 

In patients with active EoE, peak eosinophil counts in the proximal, mid and distal esophagus 

(38 (6-78), 50 (31-79), and 40 (25-100) eos/hpf, respectively) were not significantly different. 

In patients in remission, peak eosinophil counts in the proximal, mid and distal esophagus 

were 0 (0-1), 1 (0-2), and 2 (1-6) eos/hpf, respectively. In patients with active EoE, 28% of the 

proximal, 6% of the mid, and 22% of the distal esophageal biopsy specimens did not show 

active disease (≥15 eos/hpf). Eosinophilic microabscesses were present in the majority of the 

patients with active disease (69%), but absent in the patients in remission (P<0.001). Patients 

with active disease had more extensive basal hyperplasia than patients in remission (0% 

absent, 14% mild, 67% moderate, 20% severe vs 44% absent, 56% mild, 0% moderate, 0% 

severe; P<0.001). Spongiosis was also more extended in patients with active disease than in 

patients in remission (0% absent, 8% mild, 35% moderate, 57% severe vs. 0% absent, 94% 

mild, 6% moderate, 0% severe; P<0.001). Patients with eosinophilic microabscesses had 

higher peak eosinophil counts than those without (90 (50-120) vs 10 (2-35); P<0.001). 

Similarly, with increasing basal hyperplasia and spongiosis, patients had higher peak 

eosinophil counts (both P<0.001). 

 

Correlations between endoscopic and histopathological signs of EoE 

Spearman’s correlation analysis demonstrated that the fibrotic signs score (r=0.28, P=0.020), 

the inflammatory signs score (r=0.27, P=0.025), and the total EREFS score (r=0.43, P<0.001) 

significantly correlated with the peak eosinophil count. 

In order to test the hypothesis that a low number and degree of endoscopic signs would 

predict a low peak eosinophil count we compared endoscopic signs scores below the 10th 

percentile with scores above this cut-off (Figure 2). For fibrotic signs the 10th percentile was 

0, meaning patients had no rings or strictures. For inflammatory signs the 10th percentile 

was ≤1 (for instance: exudates 0, edema 1, furrows 0; or exudates 1, edema 0, furrows 0). 
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Table 1. Endoscopic signs in patients with active disease and those in remission 

Endoscopic sign Active EoE 

N = 51 

EoE in remission 

N = 18 

P-value 

Rings    

- None 14 (27%) 9 (50%) 

0.046 * 
- Mild 20 (39%) 6 (33%) 

- Moderate 10 (20%) 3 (17%) 

- Severe 7 (14%) 0 (0%) 

Exudates    

- None 22 (43%) 11 (61%) 

0.50 * - Mild 23 (45%) 4 (22%) 

- Severe 6 (12%) 3 (17%) 

Furrows 40 (78%) 9 (50%) 0.022 
#
 

Edema 48 (94%) 18 (100%) 0.56 
†
 

Stricture 21 (41%) 3 (17%) 0.085 
†
 

Crepe paper esophagus 8 (16%) 0 (0%) 0.10 
†
 

Fibrotic signs score 2 (1-2) 0.5 (0-2) 0.010 
‡
 

Inflammatory signs score 3 (2-4) 2 (2-3.25) 0.093 
‡
 

Total EREFS score 5 (3-6) 3 (2.75-4) 0.002 
‡
 

* Chi-square test for trend; 
#
 Chi-square test; 

†
 Fisher’s exact test; 

‡ 
Mann-Whitney U test 

 

For the total EREFS score the 10th percentile was ≤2 (for instance, exudates 1, rings 1, 

edema 0, furrows 0, strictures 0; or exudates 0, rings 0, edema 1, furrows 1, strictures 0). We 

found that patients with low fibrotic signs scores (n=19) had a median peak eosinophil count 

of 18 (3-50), which was significantly lower than in patients with higher fibrotic signs scores 

(50 (23-100), P=0.029). In line, we observed that patients with low inflammatory signs scores 

(n=10) had a significantly lower peak eosinophil count than those with higher inflammatory 

signs scores (10 (2-43) vs 45 (18-100), P=0.017). In patients with a total EREFS score of 2 or 

less (n=12), a lower peak eosinophil count was also seen compared with patients with higher 

total EREFS scores (12 (1-48) vs 45 (21-100), P=0.029). 

 

 

Figure 2. Peak eosinophil counts in EoE patients with A) low vs high fibrotic signs scores, B) low vs high 

inflammatory signs scores, and C) low vs high total EREFS scores. Horizontal bars indicate group medians  

with interquartile ranges. The area below the dotted horizontal line indicates remission (<15 eos/hpf). 
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Figure 3 shows peak eosinophil counts for each of the grades of each endoscopic sign. The 

presence of severe rings (n=7) was associated with a peak eosinophil count ranging between 

16 and 180 (median 80) eos/hpf, and presence of a crepe paper esophagus (n=8) indicated a 

peak eosinophil count between 28 and 180 (median 68) eos/hpf. The peak eosinophil count 

could not be estimated from individual endoscopic signs scored according to the EREFS, 

although on a group level, presence of furrows indicated a higher peak eosinophil count 

(presence 50 (27-100) eos/hpf vs absence 16 (5-48) eos/hpf; P=0.018). Similarly, presence of 

a stricture also indicated a higher peak eosinophil count (presence 55 (26-115) eos/hpf vs 

absence 35 (6-73) eos/hpf; P=0.036). However, positive predictive values for active disease 

(≥15 eos/hpf) were low for most endoscopic signs and the composite scores (Table 2). None 

of the endoscopic scores was associated with a combination of a sufficiently high positive 

predictive value and a sufficiently high negative predictive value (e.g. > 70%). 

 

 

Figure 3. Relationships between peak eosinophil counts and endoscopic signs. Grades of A) exudates, B) 

edema, C) furrows, and D) rings did not predict the peak eosinophil count, although all patients with severe 

rings had active disease; E) presence of a stricture was associated with a higher peak eosinophil count, but the 

overlap between the groups was substantial; F) presence of a crepe paper esophagus did not predict the exact 

peak eosinophil count, although all patients with a crepe paper esophagus had active disease. Horizontal bars 

indicate group medians with interquartile ranges. The area below the dotted horizontal line indicates remission 

(<15 eos/hpf). 
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Table 2. Positive and negative predictive values of endoscopic signs (scored according to 

EREFS) for histological disease activity 

Endoscopic sign 
Sensitivity  

(95% CI) 

Negative 

predictive value  

(95% CI) 

Specificity  

(95% CI) 

Positive 

predictive value  

(95% CI) 

Rings     

- None 50% (27-73%) 80% (66-90%) 73% (58-84%) 39% (20-61%) 

- Mild 39% (26-54%) 28% (16-44%) 67% (41-86%) 77% (56-90%) 

- Moderate 20% (10-34%) 27% (16-41%) 83% (58-96%) 77% (46-94%) 

- Severe 14% (6-27%) 29% (19-42%) 100% (70-100%) 100% (56-100%) 

Rings present 27% (16-42%) 39% (20-61%) 50% (27-73%) 80% (66-90%) 

Exudates     

- None 61% (36-82%) 81% (63-91%) 57% (42-70%) 33% (19-52%) 

- Mild 45% (31-60%) 33% (20-50%) 78% (52-93%) 85% (65-95%) 

- Severe 12% (5-25%) 25% (15-38%) 83% (58-96%) 67% (31-91%) 

Exudates present 57% (42-70%) 33% (19-52%) 61% (36-82%) 81% (63-91%) 

Furrows     

- Absent 50% (27-73%) 82% (67-91%) 78% (64-88%) 45% (24-68%) 

- Present 78% (64-88%) 45% (24-68%) 50% (27-73%) 82% (67-91%) 

Edema     

- Absent 0% (0-22%) 73% (60-83%) 94% (83-98%) 0% (0-69%) 

- Present 94% (83-98%) 0% (0-69%) 0% (0-22%) 73% (60-83%) 

Stricture     

- Absent 83% (58-96%) 88% (66-97%) 42% (28-56%) 33% (20-49%) 

- Present 42% (28-56%) 33% (20-49%) 83% (58-96%) 88% (66-97%) 

Crepe paper esophagus     

- Absent 100% (78-100%) 100% (60-100%) 16% (7-29%) 30% (19-43%) 

- Present 16% (7-29%) 30% (19-43%) 100% (78-100%) 100% (60-100%) 

Composite scores 
Sensitivity  

(95% CI) 

Negative 

predictive value  

(95% CI) 

Specificity  

(95% CI) 

Positive 

predictive value  

(95% CI) 

Fibrotic signs score     

- Score 0  

  (below 10
th

 percentile) 
50% (27-73%) 82% (68-91%) 80% (66-90%) 47% (25-70%) 

- Score 3-4  

  (above 90
th

 percentile) 
22% (12-36%) 31% (20-45%) 100% (78-100%) 100% (68-100%) 

Inflammatory signs score     

- Score 0-1  

  (below 10
th

 percentile) 
33% (14-59%) 80% (67-89%) 92% (80-97%) 60% (27-68%) 

- Score 3-4  

  (above 90
th

 percentile) 
31% (20-46%) 29% (17-43%) 78% (52-93%) 80% (56-93%) 

Total EREFS score     

- Score 0-2  

  (below 10
th

 percentile) 
33% (14-59%) 79% (66-88%) 88% (75-95%) 50% (22-78%) 

- Score 6-8  

  (above 90
th

 percentile) 
16% (7-29%) 30% (19-43%) 100% (78-100%) 100% (60-100%) 

Sensitivity, specificity and predictive values of endoscopic signs are given for the presence of active disease 

(≥15eos/hpf). In contrast, for the lowest grades of each sign or score (in italics), sensitivity, specificity and 

predictive values are given for remission (<15 eos/hpf). 
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Value of EREFS in the follow-up of EoE patients 

Figure 4 illustrates the value of the EREFS system in the follow-up of 35 EoE patients (age 38 

(30-45) years; 28 male; median follow-up 4.8 months). Per patient, two endoscopies were 

separated in a group with high peak eosinophil count (90 (55-120) eos/hpf; labelled “eos 

high”) and a group with low peak eosinophil count (30 (4-50) eos/hpf; labelled “eos low”). In 

the “eos high” group, the following medications were used: 83% none or esomeprazole 

double dose, 3% topical corticosteroids, 14% food elimination diet. In the “eos low” groups, 

the same patients used: 43% none or esomeprazole double dose, 46% topical 

corticosteroids, 11% food elimination diet. The fibrotic signs score, the inflammatory signs 

score and the total EREFS score in the “eos low” group were not significantly different from 

those in the “eos high” group. Similarly, individual endoscopic signs were not different 

between the two groups (data not shown). Figure 5 displays endoscopic signs before and 

after treatment in two patients. 
 

 

Figure 4. Endoscopic signs at two different endoscopies within 35 EoE patients. A) Fibrotic, B) inflammatory  

and C) total EREFS scores. Bold bars indicate group medians. 

 

 

Figure 5. Endoscopic signs of EoE in the follow-up of two different EoE patients. A) In this patient with active 

disease, fluticasone propionate treatment led to a decrease of the peak eosinophil count but not a decrease of 

endoscopic signs. B) In another patient with active disease, the decreased peak eosinophil count after 

extensive food allergen elimination was paralleled by a decrease of endoscopic signs. EREFS: Exudates, Rings, 

Edema, Furrows, Strictures. 
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Discussion 

The endoscopic features of eosinophilic esophagitis comprise concentric rings, linear 

furrows, white exudates, edema, strictures, diffuse narrowing and/or a crepe paper 

appearance, although these signs are not always observed.
5
 Recently, the EREFS system was 

introduced in order to standardize the endoscopic assessment of esophageal signs of EoE.
7
 It 

enables consistent scoring of most endoscopic signs of EoE. This far, it was unknown if 

endoscopic signs scored according to the EREFS correlated with histopathological signs of 

EoE. We demonstrated that individual endoscopic signs of EoE do not predict peak 

eosinophil counts. However, composite scores of fibrotic and inflammatory endoscopic signs 

were found to be correlated with the peak eosinophil count, the presence of eosinophilic 

microabscesses, and the severity of basal hyperplasia and spongiosis. However, in the 

follow-up of EoE patients, composite endoscopic signs scores could not predict peak 

eosinophil counts.  

Despite the existence of a statistically significant correlation between fibrotic and 

inflammatory endoscopic signs scores and eosinophilic cell counts, in individual patients 

peak eosinophil counts could not be estimated reliably on the basis of endoscopic signs, and 

even the complete absence of individual endoscopic signs of EoE was not specific for disease 

remission. On the other hand, the presence of severe rings or crepe paper esophagus 

predicted active disease. In the follow-up, a decrease of esophageal eosinophilia was not 

paralleled by a decrease of inflammatory or fibrotic endoscopic signs of EoE. Consequently, 

although on a group level endoscopic and histopathological signs correlate, for individual 

patients endoscopic signs have no predictive value and thus cannot serve as a marker of 

esophageal inflammation in the follow-up of EoE. Even when endoscopic signs have 

improved, histopathological evaluation of biopsies cannot be omitted for determination of 

remission.  

There may be several explanations for the lack of a clinically relevant correlation between 

endoscopic and histopathological signs. First, although endoscopic signs of EoE are scored 

reliably using the EREFS system,
7,8

 histopathological signs of EoE are subject to sampling bias 

as they vary greatly between and within biopsy specimens of individual patients.
15-17

 This 

was also seen in our patient cohort. In our center, as part of standard protocol, 6 biopsy 

specimens from different esophageal levels are taken. Although this systematic approach 

may minimize the influence of sampling bias, it does not correct for the fact that these 

biopsy specimens represent a tiny fraction of the esophageal mucosa.
18

 Consequently, in 

theory, the peak eosinophil count might not be a reliable marker of disease activity in EoE. It 

should be borne in mind that the eosinophil count threshold for active EoE was chosen 

rather arbitrarily and that it varies between studies.
1,19

 

A second, more mechanistic explanation could be that it may take some time before 

endoscopic signs disappear after eosinophilic inflammation has resolved. This would mean 

that fibrotic and inflammatory endoscopic signs do not reflect acute eosinophilic 

inflammation, although previous studies have shown a correlation between esophageal 

eosinophilia and endoscopic signs,
20,21

 and between esophageal eosinophilia and 

remodeling.
22,23

 

For this study, we have scored the presence and most severe degree of endoscopic and 

histological signs throughout the esophagus regardless of the exact location (e.g. proximal, 
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mid, or distal), according to the bulk of the literature and published guidelines.
1,7

 Thus, 

biopsy specimens were not taken at the same location as the observed endoscopic signs but 

at standard esophageal levels, which may have also influenced the results of this study. On 

the other hand, even the absence of endoscopic signs did not predict disease remission. 

A limitation of this study is that still endoscopic images were used to score endoscopic signs 

of EoE, which does not equate to endoscopic evaluation in the endoscopy suite. For 

instance, endoscopy offers the possibility to inspect the esophagus in more detail. 

Endoscopy also enables flushing away white plaques that might resemble white exudates. To 

minimize the disadvantage of using still images, a set of 3-6 images per patient was used, 

which incorporated different parts of the esophagus after flushing and cleansing of the 

mucosal surface in order to mimic real endoscopy. Using this method, we have previously 

shown that endoscopic signs can be scored reliably.
8
 

Although 93% of the patients demonstrates at least one endoscopic sign of EoE , these signs 

are not specific for EoE.
6,24

 Furthermore, endoscopic signs are not always observed in EoE 

patients with active eosinophilic inflammation.
5
 For this reason, endoscopic signs are not 

included in the consensus definition of EoE.
1
 Our study re-emphasizes the need for random 

biopsy sampling at different levels of the esophagus regardless of the presence or absence of 

endoscopic signs in the diagnosis and follow-up of EoE patients, in line with current 

guidelines.
1,6

 

In conclusion, in adult EoE patients, the fibrotic, inflammatory and total EREFS scores 

correlate with peak eosinophil counts. However the divergence of endoscopic and 

histopathological signs hinders a predictive role for endoscopic signs in the follow-up. 

Histopathological evaluation of esophageal biopsies remains a necessity for determining 

disease activity in EoE. 
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