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Abstract 

Hypereosinophilic syndrome is defined by an absolute blood eosinophil count of more than 

1500 cells/μL for more than one month and multiorgan system infiltration by eosinophils. 

Eosinophilic colitis is an exceptionally rare inflammatory condition in which eosinophils 

infiltrate the colon. It is the rarest among an array of eosinophilic gastrointestinal disorders. 

We describe the case of an adult male patient with chronic eosinophilia for almost 25 years. 

During this period, he suffered from repeated episodes of abdominal colic that were caused 

by acute appendicitis with peritonitis, enterocolitis, and pancreatitis. All the episodes were 

associated with a marked increase in blood eosinophils but without IgE modification. 
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Malignant transformation of hypereosinophilia was not detected. Oral cortisone treatment 

was administered only for short periods of time. 

Keywords  

Eosinophils; hypereosinophilia; hypereosinophilic syndrome; eosinophilic colitis; eosinophilic 

pancreatitis 

 

1. Introduction 

Hypereosinophilic syndrome (HES) is defined by an absolute eosinophil count (AEC) exceeding 

1500 cells/μL at least twice per month for more than one month, and the evidence of eosinophilia-

associated organ impairment *1-3+ (Table 1). 

Table 1 Summary of ICOG definitions and diagnostic criteria of Eosinophilic Disorders. 

Modified from Kahn *4+ and from Leru *5+. 

Terminology Definition and criteria 

Blood eosinophilia 

Eosinophils (AEC) > 0.5 × 10^9/L in blood 

Normal value eosinophils: % eosinophils in the peripheral 

blood: 3%–5% 

and/or AEC: 350–500/μL 

(AEC: peripheral absolute eosinophils count) 

Classification of the severity of eosinophilia 

• Mild AEC: upper limit of normal to 1500/μL 

• Moderate AEC: 1500–5000/μL 

• Severe AEC: > 5000/μL 

Hypereosinophilia (HE) 

Eosinophils > 1.5 × 10^9/L in blood on two examinations (interval 

> 1 month) and/or tissue HE defined by the following:  

1. Percentage of eosinophils in bone marrow section exceeds 

20% of all nucleated cells and/or  

2. Extensive tissue infiltration by eosinophils based on 

pathologist report and/or  

3. Marked deposition of eosinophil granule proteins (in the 

absence or presence of major tissue infiltration by eosinophils) 
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ANCA: Antineutrophil cytoplasm antibody, EGPA: Eosinophil granulomatosis with polyangiitis, 

ICOG: International working group on eosinophil disorders 

Eosinophilic gastrointestinal disorders (EGIDs) represent a rare, heterogeneous group of 

diseases (eosinophilic esophagitis, eosinophilic gastroenteritis, eosinophilic ileocolitis, and 

eosinophilic colitis) that are characterized by gastrointestinal symptoms, increased eosinophils in 

the intestinal parietal wall, and peripheral blood eosinophilia in 80%–90% of patients, which are 

often unexplained *6-9+. 

The clinical manifestations of EGIDs vary depending on the site of the affected GI tract and the 

extent of involvement and include abdominal pain, nausea, vomiting, early satiety, diarrhea, 

weight loss with protein-losing enteropathy, rectal bleeding, or bloating. The clinical management 

of EGIDs is difficult owing to their enigmatic nature and unknown etiology.  

Primary eosinophilic colitis (EoC) is the rarest entity in the spectrum of EGIDs. It has a bimodal 

age distribution, as it affects infants and young adults (it has even been reported in patients up to 

89 years of age [10]), and has no gender preference.  

Owing to its nonspecific symptoms with relapsing-remitting course and lack of distinctive 

clinical signs, the diagnosis of EoC in the absence of known causes such as tissue eosinophilia 

(parasitic infections, inflammatory bowel diseases, food or drug allergies, various connective tissue 

disorders, malignancy, and hypereosinophilic syndrome) is made by the histological examination 

of colonic biopsy material. Its only characteristic feature is an intense eosinophilic infiltration in the 

colon, that can be segmental or diffuse. The overall prevalence is 2–3/100,000 persons *7, 11+. 

Secondary (reactive) HE 

Clinical and laboratory evidence for causes of HE:  

1. Common allergic, reactive or immunologic conditions 

2. Hematopoietic neoplasms 

3. Non-hematopoietic neoplasms (paraneoplastic HE)  

4. Rare conditions associated with HE 

Hypereosinophilic syndrome 

(HES) 

1. Criteria for peripheral blood HE fulfilled and  

2. Organ damage and/or dysfunction attributable to tissue HE 

and  

3. Exclusion of secondary (reactive) HE as a major reason for 

organ damage 

HE of undetermined 

significance (HEUS) 

1. Criteria for peripheral blood HE fulfilled and  

2. No clinical symptoms and/or proof of organ dysfunction 

Overlap HE syndromes Criteria for HES and EGPA (ANCA-negative subtype) 

Associated HE disorders 
1. Criteria of HE fulfilled and 

2. Single-organ disease or Secondary (reactive) HE 
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Eosinophilic pancreatitis (EP), also a highly rare disease, is considered to be a variant of 

autoimmune pancreatitis. In this, the pancreatic CT scan may either be normal, present dilatation 

of the pancreatic duct, or frequently manifest a pseudocyst or pseudo-tumoral form *12-14+. 

Why do We Describe this Case? 

Descriptions of hypereosinophilia associated with pancreatitis and with colitis are rare. 

Generally, clinical manifestations of eosinophilic gastrointestinal disorders vary and their etiology is 

unknown. Therefore, physicians should be aware of this heterogeneous group of diseases in order 

to avoid misdiagnosis. 

2. Case Report 

In 2016, we described the clinical case of a 55-year-old Caucasian patient who was under our 

observation for acute pancreatitis *15+. 

His clinical history showed the occurrence of asthma in early childhood and Gilbert’s syndrome. 

He also showed a history of eosinophilia with peaks of up to 4.38103/μL eosinophils (with total 

IgE = 122 KU/L, nv <100 KU/L), since at least the year 1995. None of his relatives were affected by 

eosinophilia. He did not have any allergies. He was also affected by hypertension, for which he was 

treated with losartan + hydrochlorothiazide. He had discontinued the habit of smoking 11 years 

before. He frequently ate cheese and cold cuts, drank at least ½ liter of wine and 1–2 servings of 

gin and tonic in the weekend, and 6–8 cups of coffee and 4–5 cups of green tea every day. At the 

age of 38 years, he underwent appendectomy for acute appendicitis with serous peritonitis and an 

eosinophil count of 2.95×103/μL. There was evidence of ascitic/peritoneal fluid, and the 

microscopic examination showed the presence of some lymphocytes, some neutrophil 

polymorphonuclear leukocytes, numerous red blood cells, no microorganisms, and few colonies of 

enterococci. The iliac crest biopsy revealed a myeloid series with increased eosinophilic share. 

Esophagogastroduodenoscopy (EGD) showed chronic superficial gastritis in the quiescent phase, 

but the test for Helicobacter pylori was negative. 

In the year 2000, due to abdominal pain and persistent eosinophilia (2.34103/μL, total and 

specific IgE normal), he repeated the EGD, which revealed fragments of gastric mucosa that were 

sometimes congested with an overall picture of chronic superficial gastritis in the slightly active 

phase; fragments of duodenal mucosa with images of congestion; and mild chronic inflammation. 

The colonoscopy was negative. Biopsy of the bone marrow revealed moderate hyperplasia of 

the granulocytic line with an increase in the eosinophilic component at the level of promyelocytes 

and myelocytes. Antinuclear antibodies (ANA) and antineutrophil cytoplasm antibodies (ANCA) 

were negative. 

He was then treated with prednisone for two years. In 2002, he performed tests due to 

recurrent episodes of abdominal pain. The tests initially showed a high eosinophil count, which 

lowered following short-term cortisone therapy. Since then, he had not performed any checks.  

In 2015, the patient first came to our observation with the complaint of intense epimesogastric 

pain radiated to back and associated with nausea. 
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Table 2 Results of the laboratory tests (January 2015: first observation).  

Parameters Detected Levels Normal Range 

Lipase (U/L) 2442 <67 

Pancreatic amylase (IU/L) 552 <53 

CRP (mg/L) 4,67 < 5 

Eosinophils (10^9/L) 6.05 (43% of leucocytes) < 0.80 

IgE total (KU/L) 49.6 0–87 

ɣGT (U/L) 102 < 55 

AST (U/L) 105 < 35 

ALT (U/L) 78 < 45 

ALP (U/L) 116 30–120 

Total cholesterol (mg/dL) 144 up to 190 

Triglycerides (mg/dL) 90 up to 150 

C3c (g/L) 1,21 0,9–1,8 

C4 (g/L) 0,13 0,1–0,4 

Folic acid (ng/mL) 6,7 >12 *deficiency: < 7+ 

Vitamin D 25-OH (nmol/L) 21 51–250 *deficiency/shortage: < 25+ 

Total protein (g/L) 61,9 66 – 83 

ɣ -Globulin (g/L) 8,7 6.4 – 16.2 

IgA g/L 0,97 0,7–4 

IgG g/L 9,45 7–16 

IgM g/L 0,25 0,4–2,3 

WBC (x10^9/L) 13.94 4–10 

CEA (μg/L) 0,7 0 – 4 

CA 19–9 (KU/L) 5 <31 

Vitamin B12 (pmol/L) 527 156 – 672 

ɣGT = ɣ-Glutamyltransferase; ALP = Alkaline phosphatase; ALT = Alanine transaminase; AST = 

Aspartate transaminase; CRP = C-Reactive protein; WBC = White blood count 

Tests for occult blood, parasites in the stool, HBsAg, and anti-HCV were negative.  

A CT-scan of the abdomen showed no alterations of the pancreas (Baltazar score ‘A’), acalculous 

gallbladder, oval mesenteric lymph nodes with a diameter of less than 1 cm, and vascular 

calcifications of the pancreatic-lienale artery (Figure 1). 
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Figure 1 CT abdomen (January 2015; first observation). 

The patient was treated with an infusion of pantoprazole and glucose solution. The pancreatic 

enzymes were normalized on the sixth day. He was discharged with a prescription for oral 

pantoprazole, vitamin D, and folic acid. Losartan was not prescribed. 

We did not determine the etiology of acute pancreatitis. Therefore, we formulated the 

diagnosis of acute pancreatitis (idiopathic?) also a quick resolution *15+. The diagnosis of 

pancreatitis in subject with hypereosinophilia and eosinophilic pancreatitis was left open *13+. 

During the follow-up, 35 months after our first observation, the patient remained asymptomatic 

without steroid therapy. However, mild eosinophilia persisted with normal levels of total IgE, 

amylase, lipase, C3, and C4 (Table 3).  

Table 3 Results of laboratory tests (during the asymptomatic follow-up: 35 months). 

Parameters Detected Levels Normal Range 

Eosinophils (10^3/μL) 0.67 (9.5% of leukocytes) 0.04–0.65 

IgE total 4,9 <100 

Amylase total (UI/L) 69 10–100 

Lipase (UI/L) 32 12–55 

C3 (mg/dL) 100 90–120 

C4 (mg/dL) 12 10–40 

IgM (mg/dL) 22 65–210 

Ig A (mg/dL) 114 114–400 

IgG (mg/dL) 844 700–1440 

IgG–1 (mg/dL) 646 (76.5% of total IgG) 58–74% of total IgG 

IgG–2 (mg/dL) 167 (19.7% of total IgG) 15–30% of total IgG 

IgG–3 (mg/dL) 31 (3.6% of total IgG) 3.5–11,1% of total IgG 

IgG–4 (mg/dL) 0.39 (0% of total IgG) 1.6–6,8% of total IgG 
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During the 35th month, the patient had an episode of abdominal pain that was not associated 

with an increase in pancreatic indices. The eosinophil count was 2.4710^3/μL (16.4%) and the 

abdominal ultrasound was normal. 

In December 2017, the patient complained of food poisoning-led gastroenteritis. Tests revealed 

normal total IgE levels (4.9 kUI/L: nv <100), total cholesterol was 196 mg/dL, and triglyceride 

content was 136 mg/dL. He was treated with pantoprazole, losartan + hydrochlorothiazide, and 

magnesium hydroxide + aluminum hydroxide. In January 2018, he was hospitalized for nausea and 

intense abdominal pain with diarrhea in the absence of fever (Table 4). His BMI was 27.25 kg/m2. 

 Table 4 Results of laboratory tests (January 2018: after a 36-month follow-up).  

Parameters Detected Levels Normal Range 

WBC (10^3/μL) 16.96 4.0–11.0 

Eosinophils (10^3/μL)  7.70 (45.4% of leukocytes) 0.04–0.65 

ESR (mm/h) 3 1–10 

CRP (mg/L) 0,86 <5 

Total amylase (IU/L) 88 10–100 

Pancreatic amylase (IU/L)  72 8–53 

Lipase (IU/L)  102 12–55 

AST (UI/L) 16 5–40 

ALT (UI/L) 13 5–40 

ALP (UI/L) 54 40–129 

ɣGT (UI/L) 11 8–61 

Total cholesterol (mg/dL) 182 <200 

Triglycerides (mg/dL) 135 40–150 

Folic acid (ng/mL) 3.0 3.1–17.5 

Vitamin D (25-OH) (ng/mL) 19 31–100 

Vitamin B12 (pg/mL) 507 211–911 

Total protein (g/L) 61.5 66–81 

ɣ-Globulin (g/L) 7.6 8.0–13.5 

IgM (mg/dL)  21  39 65–210 

IgA (mg/dL) 83 123 140–400 

IgG (mg/dL) 774 1170 740–1440 

IgE total (kUI/L) 153 < 100 

C3 (mg/dL) 100 90–220 

C4 (mg/dL) 12 10–40 

Serum β2-microglobulin (mg/L) 2.0 1.1–2.5 

ASMA absent  

IgG1 (mg/dL) 741 58–74% of total IgG 

IgG2 (mg/dL) 232 15–30% of total IgG 

IgG3 (mg/dL) 31 3,5–11,1% of total IgG 

IgG4 (mg/dL) 2 1,6–6,8% of total IgG 

ɣGT = ɣ-Glutamyltransferase; ALP= Alkaline phosphatase; ALT = Alanine transaminase; ASMA = 

Anti-Smooth Muscle Antibodies; AST = Aspartate transaminase; CRP = C-Reactive protein; ESR = 

Erythrocyte sedimentation rate; WBC = White blood count 
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Immunophenotyping by flow cytometry was performed on peripheral blood and revealed no 

phenotypic alterations of B/T-lymphocytes. The stool examination revealed that ova and parasites 

were absent. The level of elastase in the feces was >500 μg/g (nv >200). Stool cultures for Shigella, 

Salmonella, Campylobacter, Clostridium difficile antigen, Escherichia coli O157:H7, Giardia, 

Strongyloides, Toxocara, and Cryptosporidium were negative. The fecal tests for Rotavirus and 

Adenovirus, the anti-Entamoeba Histolytic Ab, anti-Strongyloides stercoralis IgG, and anti-Yersinia 

enterocolitica Ab were all negative. Tests for Clostridium difficile toxin, such as serology for EBV and 

toxoplasma, were negative. CMV test suggested a possible remote infection, while Quantiferon 

was negative. The abdominal CT (Figure 2) showed perihepatic-splenic effusion; diffuse hypodense 

edematous thickening of the colon, particularly the right and transversus; a similar thickening of 

the last loops of the small intestine; normal liver, spleen, adrenal gland, and pancreas; and some 

cysts on the left kidney.  

 

Figure 2 CT of the abdomen (February 2018). 

The electrocardiogram revealed sinus rhythm and left axial deviation. Echocardiogram showed 

60% FE, false apical tendons, and slight aortic insufficiency. 

An empirical antibiotic regimen with oral metronidazole and intravenous tigecycline was 

prescribed. 

Colonoscopy carried out after this course of therapy showed regular transit up to the cecal 

fundus and last centimeter of the distal ileum, which appeared to be patent and plastic, and 

covered with undamaged mucosa (Figure 3). 
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Figure 3 Colonoscopy (February 2018): mucosa macroscopically undamaged. 

Random biopsies showed hyperplastic aspects of the glands in the right colon, mild edema in 

the lamina propria, lymphoid aggregates, inflammatory lymphoplasmacellular infiltrate, and 

granulocytic eosinophils (high-power field *HPF+ eosinophil count: 15–20 per field). Similar findings 

were observed on the left colon, except that the eosinophils were rare (Figure 4 and Figure 5 

colonic biopsies: H&E staining). 

 

 

Figure 4 Biopsy on the right colon (February 2018). Hematoxylin-eosin staining, original 

magnification ×40: numerous eosinophilic granulocytes close to the glandular crypts 

are observed. 
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Figure 5 Biopsy on the right colon (February 2018). Hematoxylin-eosin staining, original 

magnification ×60: numerous eosinophilic granulocytes close to the glandular crypts 

are observed. 

An esophagogastroduodenoscopy was also performed, which revealed a macroscopically 

normal pattern. Two random biopsies of the esophagus highlighted 2–3 eosinophils/HPF per 

sample, while no morphological findings related to eosinophilic esophagitis were observed. Gastric 

mucosa showed mild, inactive chronic gastritis, while the histochemical test (Giemsa) for 

Helicobacter pylori was negative. The patient was discharged after 20 days with a tentative 

diagnosis of eosinophilic mucosal segmental (right) colitis (EoC), and was prescribed budesonide (9 

mg/day) for two months, then 6 mg/day for a month, and subsequently 3 mg/day for another 2–3 

months. After a few months, the patient suspended cortisone therapy on his own accord. 

During the last 22 months of follow-up, the patient was asymptomatic. The complete blood 

count without budesonide therapy showed WBC (7.15x10^3/μL), eosinophil count between 

0.54x10^3/μL (7.5%) and 1.18x10^3 /μL (19%), normal level of serum total IgE (6.0 kUI/L *1.5–

100+); IgM: 26 mg/dL (65–210), IgA: 112 mg/dL (140–400), IgG: 783 mg/dL (740–1440), serum 

tryptase: 5.1 μg/L (0.0–12.0); ASCA (Anti-Saccharomyces cerevisiae antibodies): IgA: 0 UI/mL (0–

10), IgG 1 UI/mL (0–10); Immunoglobulin-A anti-tissue transglutaminase (IgA anti-tTG): 2 UA/mL 

(<10 negative); ANCA Ab (antineutrophil cytoplasmic antibodies): MPO-ANCA and PR3-ANCA 

absent; ferritine: 702 ng/mL (30–400); folic acid: 4.4 ng/mL (3.1–17.5); and vitamin D 25-OH: 25.1 

ng/mL (insufficiency: 10–30 ng/mL).  

3. Discussion 

We have described the evolution of an intriguing clinical case of a man with persistent hyper-

eosinophilia, who had presented repeated episodes of abdominal colic over the course of nearly 

22 years, an episode of self-limited pancreatitis, and at least two episodes of significant 
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enterocolitis.  

The acute abdominal episodes were always associated with a marked increase in eosinophils 

but without an increase in IgE. 

We specifically ruled out the possibility of type-1 autoimmune pancreatitis (IgG–4 dosage 

typically less than 135 mg/dL) and iatrogenic pancreatitis due to losartan, as the drug was 

continued without consequences *12+. A new episode of acute abdominal colic reoccurred after 18 

years from the first, in the absence of cortisone therapy. No malignant transformation was 

observed during this long observation period. 

In the differential diagnosis of possible eosinophilic colitis, we ruled out other causes of tissue 

eosinophilia that may rarely involve the colonic mucosa, such as eosinophilic granulomatosis with 

vasculitis (EGPA: Churg-Strauss syndrome), diffuse fasciitis with eosinophilia (EFE), eosinophilia-

myalgia syndrome, idiopathic eosinophilic myositis, IgG4-related disease, mastocytic colitis (normal 

serum tryptase and vitamin B12), connective tissue diseases (e.g., systemic sclerosis), colonic 

spirochetosis, drug-induced colitis, and inflammatory bowel diseases (with excess eosinophils in 

mucosal biopsies) (Crohn’s disease) *16+. 

We particularly excluded quiescent ulcerative colitis, which may be associated with an increase 

in the activated colonic eosinophils, as we found neither distorted mucosal architecture nor the 

prominence of dense mixed inflammatory infiltrates *16-18+. 

Regarding drug-induced colitis, there was no history of the intake of potentially colon-damaging 

drugs, such as NSAIDs, mycophenolate, tacrolimus, cyclosporine, clozapine, carbamazepine, 

antiplatelet drugs, rifampicin, gold, naproxen, estrogen, and progesterone. 

Therefore, we excluded all the known causes of increased mucosal colon eosinophils. 

The classification of the system involvement of eosinophilic gastroenteritis (EoGE) is based on 

the extent of eosinophilic inflammation. Three different patterns have been described: mucosal 

(70%), muscular (20%), and serosal (10%), where multiple layers are frequently involved *19+. In 

our case, only mucosal involvement was observed. Owing to the lack of DNA sequencing tools, it 

was not possible to detect the gene sequence of FIP1-like 1/platelet-derived growth factor 

receptor alpha fusion (F/P). This mutation is the most common molecular abnormality detected in 

clonal idiopathic hyper-eosinophilic syndrome (IHES), called F/P-positive chronic eosinophilic 

leukemia (CEL) *2+. The evaluation of serum tryptase, in addition to excluding mastocytosis, was 

used as a surrogate marker for F/P-positive disease. We did not measure the eosinophilic cationic 

protein (ECP), a serological marker of eosinophil activation, as the patient had asthma only during 

his youth. 

Regarding eosinophilic pancreatitis, from the year 1990 to September 2019, about 40 cases 

have been reported in PubMed (MEDLINE), and more specifically in the following countries: USA 

*20-27+, Turkey *28, 29+, China *30, 31+, Korea *32, 33+, France *34-37+, India *38, 39+, Italy *12+ 

Japan *40-42+, Denmark *24+, Great Britain *43+, Brazil *44+, and Tunisia *45+.  

A recent review classified 45 reports into cases with eosinophilic gastroenteritis that had 

developed pancreatitis (n.20), cases with isolated eosinophilic pancreatitis (n.20), and 5 patients 

with hypereosinophilic syndrome involving the pancreas: no significant differences were found 

regarding the clinical, laboratory and imaging characteristics between the three groups,  even if 

subjects with eosinophilic pancreatitis underwent surgery to rule out a potential malignant 

lesion *14+. 
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4. Conclusions 

In the diagnostic process, we followed the indications provided by Turner et al. *17+, who 

proposed an algorithm for the diagnosis of either colonic eosinophilia or eosinophilic colitis. As the 

number of eosinophils/HPF in the right colon did not reach the minimum number reported in the 

algorithm in our case, we excluded the diagnosis of eosinophilic colitis. 

The presence of colonic eosinophilia in adults is indicated by the finding of > 50 eosinophils/HPF 

in the right colon, > 35 eosinophils/HPF in the transverse colon, and > 25 eosinophils/HPF in the 

left colon *17+. To confirm the normality of eosinophil levels, studies were carried out on children, 

that showed a gradual decrease in the number of eosinophils in the lamina propria, from the 

cecum to the descending colon *46-48+. 

In a recent large multicenter retrospective study on 108 cases (children and adults) in the US, 

eosinophilic colitis was diagnosed as a mean peak colonic eosinophilic count of 60 

eosinophils/HPF, with a range of 45–85, as recorded in 80 patients that were subjected to biopsies. 

The presenting symptoms of EC were abdominal pain (60%), diarrhea (52%), nausea and/or 

vomiting (38%), bloody stools (24%), constipation (17%), early satiety or loss of appetite, dysphagia 

(8%), regurgitation, bloating, food aversion/refusal, nocturnal awakening due to pain, irritability 

and/or crying (6%), and chest pain (2%). Only 1% of the patients showed no symptoms *49+. 

Therefore, it is worth noting that the criteria for the histopathological diagnosis of eosinophilic 

colitis remains undefined, as there is a marked difference between observers *50+. 

Unlike the primary colonic eosinophilia (PCE), the presence of signs and symptoms associated 

with hypereosinophilia (HE) facilitates the final diagnosis of non-infectious acute colitis associated 

with either idiopathic hypereosinophilic syndrome (IHES) or hypereosinophilia of unknown 

significance (HEUS) *9, 10, 17, 51+, that are otherwise difficult to classify. 

Regarding EoC, it is an exceptionally rare entity, with a prevalence of 2–3/100,000 persons 

(0.0003%) in the USA, but has been diagnosed in 0.1% of the biopsies of patients that had 

undergone colonoscopy for diarrhea *7, 52+. In the list of rare diseases of ORPHANET, eosinophilic 

colitis is categorized as ORPHA n° 402035, with 196 reported cases (as of January 2019), 

prevalence <1/1,000,000, and age of onset as during childhood or adulthood *53, 54+. ICD–10-CM 

diagnosis code is K52.82. Two US studies have recently reported an overestimation of the 

prevalence of EC in the pediatric population with a single billing code *55, 56+. 

Eosinophilic colitis is primarily a self-limiting disease. Although the natural history of EoC is not 

well-defined, in adults, it tends to become chronic with periods of exacerbation and remission.  

When required, drug treatment follows the standard medication for other inflammatory bowel 

diseases, but older individuals may require more aggressive management, as IgE-associated 

triggers, in contrast to other EGIDs, are rarely identified *11, 57+. In relapses, long-term low-dose 

corticosteroids (namely oral prednisone) may be required. Budesonide, in controlled ileal-release 

capsule formulation, has been reported to induce and maintain remission, particularly when the 

right colon and ileum are affected *11, 58+. 

Other successful therapies in eosinophilic enteritis include sodium cromolyn, montelukast, 

ketotifen, and suplatast tosilate. Immunomodulatory agents (e.g., azathioprine or 6-

mercaptopurine) can be used in severe, refractory, or steroid-dependent EoC. 

Emerging therapies focusing on humanized monoclonal antibodies (e.g., anti-IL–5 and anti-TNF 

agents) that target inflammatory mediators, are under evaluation *10, 51+ 
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The most recent reviews on eosinophilic colitis were published in 2019 by Australian *52+ and 

Italian *59+ authors. 

This enigmatic clinical case leaves at least two practical questions open: 

1. If long-term low-dose oral corticosteroids are required in case of relapses, how long should 

steroid therapy (with budesonide or prednisone) be used to prevent further recurrences?  

2. Alternatively, which steroid-sparing agent should be used and for what duration?  

Key Points 

 Hypereosinophilia is defined by an absolute eosinophil count greater than 1,500 cells/mm3 

for more than one month, and evidence of eosinophilia-associated organ impairment 

 Eosinophilic colitis is an exceptionally rare condition with few described cases in the 

literature. 

 It represents the least frequent manifestation of the wide spectrum of eosinophilic 

gastrointestinal disorders. 

 It is almost always associated with peripheral hypereosinophilia; the clinical manifestations 

are related to the level of infiltration of the intestinal wall. 

 In the presence of persistent peripheral hypereosinophilia, the investigations leading to a 

certain diagnosis are numerous and range from the search for allergies to the dosage of IgE, 

and up to determination of specific genetic mutations. 

 Descriptions of pancreatitis associated with eosinophilic gastroenteritis are rare. 

 Eosinophilic pancreatitis is considered to be a variant of autoimmune pancreatitis. In the 

differential diagnosis, a criterion of distinction is given by the IgG–4 blood dosage. 

 Drug treatment follows the standard medication for other inflammatory bowel diseases, but 

older individuals may require more aggressive management.  

Abbreviations 

EGIDs: Eosinophilic Gastrointestinal Disorders; EGE: Eosinophilic GI disease with peripheral 

eosinophilia; EoE: Eosinophilic Esophagitis; EoG: Eosinophilic Gastritis; EoGE: Eosinophilic 

Gastroenteritis; EoC: Eosinophilic Colitis; EE: Eosinophilic Enteritis; EP: Eosinophilic Pancreatitis; 

PCE: Primary Colonic Eosinophilia; HE: Hypereosinophilia; FE: Familial Eosinophilia; CEL: Chronic 

Eosinophilic Leukemia; HES: Hypereosinophilic syndrome; HEUS: Hypereosinophilic syndrome of 

unknown significance; IHES: Idiopathic hypereosinophilic syndrome; EFE: Eosinophilic fasciitis with 

peripheral eosinophilia; FIP1L1: Fip1-like1; PDGFRA: Platelet-derived growth factor receptor α; 

PDGFRB: Platelet-derived growth factor receptor β; EGPA: Eosinophilic granulomatosis with 

polyangiitis; HPF: high-power field (eosinophils count); AEC: absolute eosinophil count. 
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