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Abstract 

Cronkhite-Canada syndrome (CCS) is a rare disease characterized by diffuse gastrointestinal 

polyposis with chronic diarrhea and ectodermal change, but its etiology is unknown. We pre-

sent a case at the age of 26 years complaining of epigastralgia and weight loss. Endoscopic 

examination revealed extensive diffuse polypoid lesions of the stomach and the terminal ileum, 

all of which showed hyperplastic polyps pathologically. There were no polypoid lesions in his 

colon. He has no family history of diffuse gastrointestinal polyposis. Diffuse gastrointestinal 

hyperplastic polyposis without any hereditary association led us to suspect this case as CCS 

although he did not show chronic diarrhea and any ectodermal symptoms such as ony-

chodystrophy, alopecia, and hyperpigmentation. After initiation of a corticosteroid therapy, his 

epigastralgia disappeared and he gained appetite and weight, accompanied by normalization 
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of serum albumin levels. Endoscopic examination 1 year after initiation of corticosteroid ther-

apy revealed a decrease in the number of gastric polyposis and those inflammations. This rare 

young case may suggest that early therapeutic intervention with corticosteroids could improve 

the prognosis of CCS, preventing not only malnutrition but also appearance of several ecto-

dermal symptoms. © 2020 The Author(s) 

 Published by S. Karger AG, Basel 

Introduction 

Cronkhite-Canada syndrome (CCS) is a rare nonhereditary disease characterized by dif-
fuse gastrointestinal hyperplastic polypoid lesions and ectodermal symptoms such as pigmen-
tation, alopecia and onychatrophia. Since Cronkhite and Canada [1] first reported about this 
syndrome in 1955, more than 500 cases have been reported worldwide, the majority of which 
were from Japan [2]. The etiology of CCS is currently unknown, and the association between 
gastrointestinal polyposis and ectodermal symptoms is undetermined.  

We here report a rare young case of diffuse gastrointestinal polyposis without any ecto-
dermal symptoms who was successfully treated by corticosteroids. 

Case Presentation 

A 26-year-old Japanese male who had presented epigastralgia for 10 months visited our 
hospital. He had lost about 6 kg because of his poor appetite. He did not complain of fever, 
cough, and chronic diarrhea. He had a proton pump inhibitor for those symptoms from a doc-
tor nearby, but no improvement was observed. On physical examination, his height and body 
weight were 153 cm and 42.0 kg, respectively. He had mild epigastric tenderness, but no 
masses were palpable on his whole abdomen. No peripheral edema was observed. His nails 
were intact, and no pigmentation was found in his whole skin or mucous membranes. Alopecia 
was not observed. He did not have any relatives with polyposis in the gastrointestinal (GI) 
tracts. Blood examination showed negative Helicobacter pylori antibody, antinuclear antibody, 
and normal serum IgG4 levels.  

Chest and abdominal X-rays were normal. The patient underwent esophago-gastro-duo-
denoscopy (EGDS), which revealed diffuse multiple sessile polypoid lesions in the whole stom-
ach, but no polypoid lesions were seen in the esophagus or the duodenum (Fig. 1). Colonos-
copy showed similar multiple polypoid lesions in the terminal ileum, but no such polypoid 
lesions were observed in the whole colon (Fig. 2). Pathology of the gastric polypoid lesions 
revealed hyperplastic mucosa, but focal dilated cystic glands were not seen (Fig. 3). The tissue 
biopsy from the terminal ileum showed similar findings (Fig. 4). He lacked chronic diarrhea 
and ectodermal abnormalities, which were seen in the typical CCS cases. No appropriate ex-
planations of the diffuse gastrointestinal polyposis except for CCS were found, based on a com-
bination of clinical, endoscopic and pathological findings. Therefore, we diagnosed him as hav-
ing CCS. 

The patient was treated with daily oral prednisolone, which was initially administered at 
a dose of 0.5 mg/kg with a proton pump inhibitor (vonoprazan fumarate: 20 mg daily), 
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following tapered prednisolone and continued at a daily dose of 5 mg. After initiation of corti-
costeroids, he gradually recovered his appetite and gained weight up to 5 kg, accompanied by 
improved protein synthesis such as serum albumin, cholinesterase and total cholesterol levels 
(Table 1). EGDS 1 year after initiation of corticosteroid revealed that the size and the numbers 
of polypoid lesions had decreased, and the reddish lesions had changed to normal color (Fig. 
5). During these observations, he had never experienced any chronic diarrhea or ectodermal 
symptoms. 

Discussion/Conclusion 

The common symptoms of CCS at initial diagnosis include chronic diarrhea (70.0%), dys-
geusia (64.8%), onychodystrophy (64.4%), alopecia (49.0%), and hyperpigmentation 
(48.8%) [2]. Protein-losing enteropathy is often observed in CCS because of polypoid lesions 
in the GI tracts. The mean age of initial diagnosis of CCS is between 50 and 60 years [3] and 
young patients have rarely been reported [4, 5]. 

The diagnosis of the current case of CCS is controversial because of a lack of chronic diar-
rhea or typical ectodermal symptoms. The case had multiple diffuse polypoid lesions whose 
pathology showed hyperplasia in the stomach and the intestine without any ectodermal 
changes. Therefore, differential diagnosis such as Peutz-Jeghers syndrome, juvenile polyposis 
and Cowden syndrome should be discussed [6]. However, these three diseases above were 
unlikely for the current case because he did not have any relatives with polyposis in the GI 
tracts.  

Diffuse hyperplastic polypoid lesions of the stomach and terminal ileum in our case were 
not explained by any other diagnostic criteria. Initial symptoms of most patients with CCS are 
chronic intermittent diarrhea and malnutrition caused by protein-losing enteropathy, which 
could be one of the causes of death [7]. In other words, most patients with CCS have no or little 
symptoms for many years even though they have diffuse polypoid lesions in the GI tract be-
cause polypoid lesions may not suddenly appear. Typical CCS patients presented several ec-
todermal symptoms when initial diagnosis was made after experiencing long-term diarrhea. 
Alternatively, our case complained of epigastralgia as initial symptom, and incidentally uncov-
ered his gastric polypoid lesions by EGDS. CCS is a rare nonhereditary disease, and the ecto-
dermal changes are not associated with any gene disorders. In addition, ectodermal symptoms 
are sometimes reversible with immunosuppressive agents [7, 8]. Therefore, it could be one of 
the plausible explanations that ectodermal changes in CCS generally occur due to malnutrition 
caused by protein-losing enteropathy. From these points of view, it is possible that the current 
case was found in the early phase of CCS before presenting chronic diarrhea and characteristic 
ectodermal symptoms. 

The etiology of CCS is currently unknown. However, positive autoimmune markers such 
as anti-nuclear antibodies [9] and favorable responses for steroid [7] or cyclosporine [8] are 
consistent with an autoimmune mechanism underlying CCS. We treated the current case with 
corticosteroids, which decreased the size and the number of polypoid lesions in the stomach, 
as well as his nutritional status such as gained body weight and elevation of serum albumin 
levels. From these points of view, it is suggested that early diagnosis before presenting mal-
nutrition could improve the prognosis and prevent the ectodermal changes in CCS. Moreover, 
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the current case lacked polypoid lesions in the colon, which may be one of the reasons why 
the case did not experience malnutrition by protein-losing enteropathy. The reason why focal 
dilated cystic glands, which were often seen in typical CCS patients as pathological findings, 
were not found in our case was undetermined. It could be a plausible explanation that our 
case was found in the early phase of CCS before forming these findings. 

The prevalence of gastric or colon cancer among Japanese patients with CCS was approx-
imately 10–20%, both of which were significantly higher than that in the general population 
[2]. However, achievement of sustained endoscopic remission could lead to decreased cancer 
risk [2]. The prognosis of CCS was reported to be poor with inanition, anemia, and anasarca 
before [10]. However, recent remarkable improvements of digestive and ectodermal disorder 
with various treatments including corticosteroid could improve the prognosis [7, 9]. 

Although there are controversial discussions in terms of the diagnosis, the current case 
may suggest that early diagnosis and the following therapies with corticosteroids could pre-
vent malnutrition or characteristic ectodermal changes. This patient should be followed for 
long-term, and other reports like ours would be awaited. 
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Fig. 1. Initial esophago-gastro-duodenoscopy. Diffuse sessile polypoid lesions in the stomach were seen (a: 

esophagus, b: antrum, c: great curvature, d: anterior wall of the upper part of stomach angle, e: cardia, and 

f: duodenum). 

 

 

 

Fig. 2. Colonoscopy before treatment (a: transverse colon, b: terminal ileum, c: terminal ileum stained with 

indigo carmine). Polypoid lesions were observed only in the terminal ileum. 
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Fig. 3. Pathological findings of gastric polypoid lesions. Pathology revealed hyperplastic polyp without fo-

cal dilated cystic glands. 
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Fig. 4. Pathological findings of polypoid lesions in the terminal ileum. Similar findings to gastric lesions 

were seen. 
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Fig. 5. Esophago-gastro-duodenoscopy 1 year after treatment with corticosteroids. The size and the num-

ber of gastric polypoid lesions decreased (a: antrum, b: great curvature, c: cardia, and, d: anterior wall of 

the upper part of stomach angle). Some of the polypoid lesions disappeared and showed scar formations 

(e). 

 

 

 

 
Table 1. Changes in protein synthesis or body weight before and after therapy 

    
     

Before therapy 1 year after therapy Normal range 

    
    
Alb 3.7 4.2 3.9–4.9 g/dL 

ChE 254 344 229–521 IU/L 

T-cho 192 248 150–219 mg/dL 

Body weight 42.0 47.0 
 

    
    
Alb, albumin; ChE, cholinesterase; T-cho, total cholesterol. 
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