
 Journal of Clinical Review & Case Reports

Volume 2 | Issue 1 | 1 of  4J Clin Rev Case Rep, 2017

Neonatal Wells Syndrome Associated With Eosinophilic Gastroenteritis.

Case Report

Diallo M*, Diop A, Diadie S, Ndiaye M, Dieng M.T and Kane A.

Abstract
Background: Eosinophilic cellulitis (Wells syndrome) is an uncommon eosinophilic dermatosis of unknown 
pathogenesis, which signals undiagnosed infectious, malignant or systemic disease. It has been reported 
exceptionally in association with inflammatory bowel disease.

Case report: A 7-month-old female infant, whose parents had no particular medical history, was seen for 
pruriginouspapulo-nodular lesions evolving since her birth. She was followed for evolutive intestinal pseudo-
obstruction, diagnosed as Hirschsprung disease, and was treated by discharge colostomy after an obstruction. 
Biological examinations showed hypereosinophilia and anaemia. Skin hispathology revealed a dense eosinophilic 
infiltrate, with flame figures typical of eosinophilic cellulitis. Histopathology of the resected colon showed a dense 
eosinophilic infiltrate throughout the bowel wall, with the presence of ganglion cells and normal nervous plexus.

Discussion: This case of eosinophilic cellulitis is of particular interest because of its neonatal occurrence, 
nodular presentation and association with eosinophilic gastroenteritis. To our knowledge, this is the third reported 
association between eosinophilic cellulitis and eosinophilic gastroenteritis, which appear to have the same 
pathophysiology. Wells syndrome should therefore be added to the list of dermatosis associated with inflammatory 
bowel disease. 
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Introduction 
Eosinophilic cellulitis, or Wells syndrome is an uncommondermatosis 
of unknown pathogenesis, usually encountered in adultsand whose 
interest is to reveal an underlying pathology. Thereby, Wells 
syndrome has been reported in association with numerous diseases 
especially infectious, malignant and systemic [1]. It has been reported 
exceptionally in association with inflammatory bowel diseases [2]. 
Primitive eosinophilic gastroenteritis correspond to an elective 
inflammation of the digestive tract related (gut) to a predominantly 
eosinophilic infiltrate in the lack of hypereosinophilia known cause 
[3]. We reported a case of neonatal Wells syndrome associated with 
primitive eosinophilic gastroenteritis.

Observation
A 7-month-old female infant was referred to the dermatology 
department for pruriginouspapulo-nodular lesions on scalp 
and limbs evolving about since the first month of her birth 
with remissions and exacerbations.She was the only child of a 
healthy couple with unremarkable medical history. The mother, 
a 30-year-old primiparous didn’t receive any medication during 

her pregnancy. Classical serological tests made during pregnancy 
for (HIV, toxoplasmosis, viral hepatitis, syphilis, rubella) were 
negative.There was no family history of atopic disease. The 
child was born of a normal, well invigilated pregnancy of 40 
weeks and 5 days, following eutocic vaginal delivery with a birth 
body weight of 2700 gand 8 points of Apgar score. There was 
no neonatal infection. She was fed exclusively breast milk since 
her birth.She was followed in pediatrics and surgery departments 
for bowel dysfunction type of obstinate constipation, bloating, 
bowel tenseness and abdominal distension evoked Hirschsprung 
disease after hydrosoluble enema and therefore had undergone a 
discharge colostomy after an obstruction. Clinical examination 
showed a child in good general condition, weighing 6 kg with a 
normal neurologic behavior and adapted reactions.Dermatological 
examination demonstrated erythematous subcutaneous nodular 
lesions localized on the forearm and the back of his right hand 
(Fig. 1). There were also excoriated erythematous papules and 
nodules scattered on the scalp (Fig. 2). Subungual hemorrhage, 
mucosal ulceration, cutaneous signs of vasculitis or Raynaud 
phenomena were not noted.Abdomen was soft, painless, without 
palpable mass, with erythematous, papular and oozing colostomy 
orifice (Fig 3).



Figure 1: subcutaneous nodularlesion of forearm

Figure 2: papulo-nodular lesions on scalp

Figure 3: colostomy orifice

The rest of the clinical examination, especially pulmonary, cardiac 
and lymph nodes was unremarkable. There was no clinical 
malformation detected.

A biopsy specimen from the nodular lesion of the forearm revealed 
a dense infiltrate of eosinophils within the entire dermis and the 
upper hypodermis with flame figures typical of Wells syndrome 
(Fig 4). There were no features of vasculitis or granulomatous. 
Special stains with periodic acid-Schiff and acid-fast revealed no 
evidence of specific pathogen. Topical corticosteroids was first 
tried on the few papulo-nodular lesions with a favorable evolution 
but followed by remissions and exacerbations. 

Figure 4: eosinophils infiltrate throughout the dermis with flame 
figures (hematoxylin-eosin, magnification 40).

Thereafter histological results of colectomy specimens showed a 
marqued infiltrate extended to all layers of the bowel wall, consisting 
mainly of eosinophils and lymphocytes (Fig. 5).There were no 
granuloma or parasites or other microorganisms identified. Mesenteric 
and sub mucous nervous plexus was normal, without schwann’s 
sheath hyperplasia and with the presence of ganglion cells.

Figure 5: histopathology of colectomy specimens revealing a 
dense eosinophilic infiltrate and the presence of the nervous plexus 
(hematoxylin-eosin, magnification 40).

Investigations demonstrated a total white blood cells (WBC) count 
of 8900/mm3 with 2790/mm3 neutrophils, 2340/mm3 eosinophils, 
40/mm3 basophiles, 4890/mm3 lymphocytes, 100/mm3 monocytes. 
Platelets were at 388.000/mm3. Hemoglobin: 10, 8 g/dl, mean 
corpuscular volume (MCV): 73µ3, mean corpuscular hemoglobin 
concentration (MCHC): 32, 6 g/100 ml, mean corpuscular 
hemoglobin (MCH): 23, 9 pg. The hypereosinophilia andanaemia 
were also present on previous complete blood count.Total serum 
immunoglobulin E (IgE) levels were 825 KU/l (IU/ml) (n< 20).The 
total serum protein was 63 g/l with a rate of IgG: 7,10 g/l (n = 2-12), 
IgA: 0,39 g/l (n = 0,27-0,86), IgM: 0,96 g/l (n = 0,20-1,40). Vitamin 
B12 was 869 ng/l (n = 141-489). The immunophenotyping of 
blood leukocytes was normal. Antinuclear, DNA and antineutrophil 
cytoplasmic antibodies were negative.

Serological tests for Bilharzia, HIV, toxoplasmosis, hepatitis B and 
stool examination for ova, cysts, or parasites were negative. Repeated 
infectious etiologic investigations including (thick blood, hemocultures, 
urine culture, radiographies) were negative. Blood tests results for 
glucose level, serum electrolytes, urea, creatinine, transaminase, 
alkaline phosphatase (ALP), gamma-glutamyltranspeptidase (GGT), 
bilirubins, prothrombin time, activated partial thromboplastintime 
(APTT) were all withinthe physiological range. The Erythrocyte 
sedimentation rate was 30 mm/hour and C-reactive protein at 3mg/L. 
Electrocardiogram and chest X-ray were unremarkable.
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After a short medical follow-up during which an improvement of 
skin lesions under topical corticosteroids was noted, the patient 
was lost to view.

Discussion
Described since 1973 by Kaijser, eosinophilic gastroenteritis 
correspond to an elective gastrointestinal tract inflammation related to 
a predominantly eosinophilic infiltrate [3,4]. Endoscopic, radiological 
and clinical features are highly variable and depend on the seat and 
especially the layer of the bowel wall involved by the infiltrate [3-6]. 
Eosinophilic gastroenteritis may result in obstructive syndrome 
in case of muscular layer infiltration and leading to a pseudo-
Hirschprung presentation which is difficult to distinguish clinically 
and radiologically with true Hirschsprund disease [3,7-9]. Definitive 
diagnosis of eosinophilic gastroenteritis requires the evidence of an 
signifiant eosinophilic infiltrate whose rate is above 20 eosinophils 
per high-power field at histopathological examination [3,6]. The 
gastrointestinal symptoms observed in our patient are related to 
eosinophilic gastroenteritis as evidenced by the density of the infiltrate, 
the presence of nerve plexus and ganglion cells. We didn’t perform an 
endoscopy in our patient in order to evaluate precisely the digestive 
extent of the infiltrate because we already had digestive histology. 

The neonatal forms are exceptional, but nevertheless reported 
[10,11]. It is rare conditions whose incidence is unknown, but 
are predominant between 30 and 50 years [12,13]. Eosinophilic 
gastroenteritis is probably primitive in our patient, in the absence 
of known causes for eosinophilia such as drug injury, malignant, 
eosinophilic, infectious or systemic disease found [3,4,7,12]. 
Several studies suggest a relationship with a specific food allergy 
as evidenced by the elevation of IgE levels [3,4,7,12].

Extraintestinal involvements (biliary, pancreatic, hepato-splenic, 
pleural and pericardial) have also been described in eosinophilic 
gastroenteritis [3,9]. However, no skin manifestation is classically 
described, although an association with skin diseases has been reported 
[2,14-22]. Eosinophilic cellulitis (WS) is an eosinophilic dermatitis 
characterized by recurrent polymorphous clinical manifestations but 
classically resembling “cellulitis” which histology reveals a dermal 
infiltrate of eosinophils, associated with “flame figures” characteristic 
but non specific [23]. Our patient presented a Wells syndrome as 
evidenced by the histology of the nodular lesion of the forearm and 
persistent blood eosinophilia. It is special because of its papulonodular 
presentation and its occurrence in the neonatal period, during which 
it is exceptional [24,25]. However, several clinical features have been 
described, including the rare papulonodular presentations already 
reported by Wells since his original article [26-28]. As in our case, these 
nodular forms and scalp localization seem more frequent in pediatric 
cases [29]. Wells syndrome is considered as a hypersensitivity reaction 
in response to various exogenous and endogenous stimuli. Thus, it 
has been described in association with arthropod bites, medications, 
viral, parasitic, fungal, bacterial infections, malignancies, and 
vaccinations [24,30-35]. Although all parasitic serology tests were 
not performed in our patient but the neonatal onset of the disease and 
the negativity of the repeated infectious investigations in a child in 
exclusive maternal diet eliminate an infectious origin. There was no 
drug injury or malignancy found.The skin histological findings with 
flame figure were not indicative of a hypereosinophilic syndrome. In 
the same way, a systemic disease could not be accepted in the lack 
of granuloma or vasculitis changes at histopathology and in view of 
the negativity of the immunological results. In our patient, the Wells 

syndrome seems, as has already been observed, to be related to the 
eosinophilic gastroenteritis. Although the clinical relations of these two 
diseases are so far not yet documented, they probably share the same 
physiopathological mechanism. Indeed, the role of interleukin 5 in 
the production, activation, adhesion and degranulation of eosinophils, 
already known in the Wells syndrome has also been documented 
during eosinophilic gastroenteritis [2]. Although several skin diseases 
have been described during inflammatory bowel diseases, to our 
knowledge, apart from intestinal parasitosis, only three cases of Wells 
syndrome associated with chronic gastrointestinal diseases have been 
reported.It was an association in two cases with eosinophilic colitis, 
and in one case, the Wells syndrome was revealing of colon cancer 
[2,14,15]. The two cases associated with eosinophilic colitis were all 
atypical by their bullous presentation. In one case, Wells syndrome had 
occurred in a patient with known eosinophilic colitis and in the other 
case, the diagnosis were concurrent. In these two patients, effective 
treatment of colitis had resulted in the disappearance of cutaneous 
manifestations of Wells syndrome. In addition, a simultaneous 
recurrence of both diseases was observed. Our observation is the third 
case of Wells syndrome associated with eosinophilic gastroenteritis 
and is particular by its occurrence in neonatal period.

Originally, Wells syndrome has been described as a distinct 
dermatological entity. However, the variability of conditions and 
circumstances associated must consider Wells syndrome as a mode 
of skin reaction common to many diseases and lead the preference 
of “Wells phenomenon” term. All these conditions lead to this Wells 
phenomenon by a common mechanism based on a recruitment and 
differentiation of eosinophils secondary to interleukin 5 production 
by CD4 + T cells activated by these stimuli [36,37].

Conclusion
The Wells phenomenon in our case is of particular interest because 
of its neonatal onset, nodular presentation and especially association 
with eosinophilic gastroenteritis. This observation is the third 
reported case of association between eosinophilic cellulitis and 
eosinophilic gastroenteritis. Therefore, Wells syndrome should be 
added to the list of dermatosis associated with inflammatory bowel 
disease.
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