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Clinical Implications box: Chronic FPIES has usually been reported in infants younger 30 

than 4 months of age fed with cow’s milk or soy-based infant formula. We present two 31 

novel cases of chronic FPIES due to solid food.  32 

 33 
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 35 

To the Editor: 36 

As stated in the last International Consensus, acute Food Protein-Induced Enterocolitis 37 

Syndrome (FPIES) is a non-IgE-mediated food allergy that typically presents in 38 

infancy, with repetitive protracted vomiting that begins 1 to 4 hours after food ingestion. 39 

Vomiting is often accompanied by lethargy and pallor and can be followed by diarrhea 40 

several hours later [1]. Symptoms typically resolve within 24 hours and children are 41 

asymptomatic between episodes with normal growth. The clinical presentation of 42 

chronic FPIES is less well-characterized. It has usually been reported in infants younger 43 

than 4 months of age, fed with cow’s milk (CM)- and soy-based infant formula [2]. 44 

Symptoms occur over several days or weeks and do not have a clear relationship with 45 

the offending food. Children have intermittent vomiting, diarrhea and failure to thrive or 46 

poor weight gain. The severe form can develop dehydration and hypovolemic shock. 47 

Symptoms resolve within days up to a fortnight after removing the offending food from 48 

the infant’s diet [3]. Diagnosis may be unclear if it is based only on clinical history. 49 

This is why the most important criterion for chronic FPIES diagnosis is the appearance 50 

of acute FPIES symptoms when the food is reintroduced into the patient’s diet. [1]. We 51 

report two cases of children with chronic FPIES due to fish.     52 

Case report 1 was a 16-months-old girl, with personal history of CM allergy. At the age 53 

of 12 months, hake was introduced into her diet. The child developed continuous daily 54 

mucous diarrhea. Parents denied vomiting, failure to thrive, or other symptoms. After 2 55 

months of once a week hake intake, her parents decided to remove fish from her diet. 56 

The diarrhea resolved within a few days. After 2 months of a fish-free diet, her parents 57 

reintroduced hake into her diet. Four hours after the ingestion, she presented protracted 58 

vomiting (more than 10 times) accompanied by pallor and extreme lethargy. She 59 

required emergency department assistance and intensive intravenous fluid therapy for 60 

rehydration. Symptoms resolved after several hours. Fish was removed again from her 61 

diet and she had remained asymptomatic since then. Skin prick testing (SPT) with 62 

commercial extracts (LETI®), of different fish species, including hake, were negative. 63 

Case report 2 was a 12-month-old boy, with personal history of raw egg allergy with 64 

confirmed tolerance to cooked egg. At the age of 9 months, sea bass was introduced into 65 

his diet. He developed intermittent episodes of diarrhea accompanied with incessant 66 

crying related to crampy abdominal pain. After several ingestions, the parents 67 



associated the symptoms with fish ingestion, and removed the fish from his diet. His 68 

symptoms completely resolved. He was referred to our Allergy Department for 69 

evaluation. SPT with commercial extracts (LETI®) of different fish species, not 70 

including sea bass, were negative. Because the history was vague, we recommended an 71 

oral food challenge (OFC). An OFC to hake was performed, because the parents refused 72 

to test sea bass, and the child tolerated the fish without symptoms. He ate hake 3 more 73 

times at home, but each time developed watery and malodorous diarrhea accompanied 74 

with abdominal pain 1 hour after ingestion. In the last episode, diarrhea was associated 75 

with protracted vomiting and he needed emergency care assistance and intravenous 76 

fluids for recovery. Symptoms resolved within 24 hours. Fish was removed from his 77 

diet and, since then, he has remained asymptomatic.   78 

In 1967, Gryboski reported a series of 21 patients in whom the ingestion of CM led to 79 

exclusively gastrointestinal symptoms. The main symptom was diarrhea and only four 80 

children presented with vomiting [4]. Some years later, Powell established the clinical 81 

features and standardization of challenge of what she called milk- and soy-induced 82 

enterocolitis of infancy. All the children included in her study (n=9) had protracted 83 

vomiting and diarrhea that disappeared once the offending food was removed from the 84 

child’s diet [5]. These authors would set the foundations of what we known as FPIES.   85 

The international consensus guidelines for the diagnosis and management of FPIES 86 

proposed new revised criteria for patients presenting with possible acute or chronic 87 

FPIES. They provided general criteria for patients with chronic FPIES but, given the 88 

lack of published reports of chronic FPIES, specific major and minor criteria could not 89 

be established [1]. Due to the non-specific symptoms of chronic FPIES and the absence 90 

of a clear relationship with the food intake, diagnosis can be challenging [6]. Chronic 91 

FPIES is the result of regular exposure to triggering foods, for example, CM- or soy-92 

based infant formula [7]. In chronic FPIES, children remain asymptomatic once the 93 

offending food is removed from their diet and reintroduction of the trigger food induces 94 

acute FPIES symptoms [3,8]. Taking as a reference the diagnostic criteria of these 95 

guidelines, both cases would meet criteria of chronic FPIES. They presented exclusively 96 

with gastrointestinal symptoms, which resolved after removing fish from their diet, and 97 

both of them developed symptoms of acute FPIES when the fish was reintroduced. 98 

Strictly following the current diagnostic criteria, these would be the two first reported 99 

cases of chronic FPIES to fish. Surely, there are more cases of chronic FPIES due to 100 

solid foods but, perhaps, not correctly diagnosed or reported. Diagnosis of chronic 101 



FPIES is a real challenge and can only be reached if it is preceded by a high degree of 102 

suspicion and awareness. Further research is needed in order to establish appropriate 103 

criteria or discover biomarkers to avoid misdiagnosis.  104 

 105 
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