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Abstract  Background: Cronkhite-Canada syndrome (CCS) is a rare, nonhereditary polyposis syndrome that 
causes protein-losing enteropathy, weight loss, diarrhea, and skin changes. Around 500 cases have been documented 
worldwide in 50 years. CCS is difficult to diagnose and many patients fail therapy and have high morbidity and 
mortality. We report CCS in a 62-year-old Asian male. Case Description: A 62-year-old healthy male presented with 
several weeks of bloating, loss of smell and taste, decreased appetite, diarrhea, darkened hands, and fingernail 
splitting (Figure 1) following a screening colonoscopy, which showed three small benign polyps. He also endorsed 
fifty pounds of weight loss over three months. Extensive investigation of infectious, neoplastic, and inflammatory 
causes was negative. Stool was positive for occult blood. He developed hypoproteinemia and markedly elevated 
calprotectin level to 4,260 μg/g. Endoscopy and repeat colonoscopy was performed with endoscopic ultrasound. 
This showed thickened polypoid folds in the stomach (Figure 1), duodenum, and colon. Pathology revealed 
edematous lamina propria and cystically dilated glands throughout the gastrointestinal tract (Figure 1). A diagnosis 
of CCS was made. The patient was started on prednisone plus mesalamine and a high-calorie, high-protein diet. In 
three months, he gained twenty pounds, and all of his symptoms improved. He continues to be followed by 
gastroenterology. Conclusions: CCS is rare. Most reported cases are from Asia. The etiology is unknown, but an 
autoimmune etiology has been purported due to positive responses to immunosuppression. Diagnosis combines 
clinical features of chronic diarrhea, weight loss, malnutrition, and skin changes with multiple hamartomatous 
polyps in the gastrointestinal tract. Management is primarily immunosuppression with glucocorticoids with or 
without 5-aminosalicylates. CCS can lead to complications, including infections and blood clots, and increased risk 
of gastrointestinal cancers. Nutritional support is crucial. Regular upper and lower endoscopies are important to 
monitor malignant complications. CCS is progressive with a poor prognosis. Given its rarity, prospective data on 
management is limited, and there are no guidelines for monitoring. This case shows how prompt diagnosis and 
multifaceted management for this rare syndrome can improve symptoms and disease control and encourages further 
studies to improve management. 
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1. Introduction 

Cronkhite-Canada syndrome (CCS) is a rare, 
nonhereditary polyposis syndrome that causes protein-
losing enteropathy, chronic diarrhea, and dermatologic 
changes. Only around 500 cases have been documented 
worldwide, the majority from Japan [1]. CCS is difficult 
to diagnose, and many patients fail therapy and have high 
morbidity and mortality. We report CCS in a 62-year-old 
Asian male. 

 

2. Case Presentation 

A 62-year-old healthy male presented for a screening 
colonoscopy, which showed 3 small benign polyps. 1 day 
later, he started feeling bloated with loss of smell and taste 
and decreased appetite. COVID-19 rapid antigen test was 
negative. He saw his primary care physician who gave 
him simethicone and ordered labs. All labs were normal 
except stool was positive for occult blood. Subsequent 
endoscopy showed erythema from the stomach to the 
duodenum. Stomach biopsies showed edematous lamina  
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propria with chronic gastritis. Biopsies were negative for 
H. pylori and metaplasia/dysplasia. Stains were negative 
for AFB. Immunostains were negative for gastrin and 
lymphoma. Duodenum biopsies showed edematous 
lamina propria, villous blunting, and eosinophilia. No 
definite diagnosis was possible. The patient was started on 
antacids and proton-pump inhibitors. 

Over the next 2 months, the patient started losing 
weight and started to have fatigue and diarrhea. He was 
admitted for further workup. CT abdomen showed mild 
small bowel wall thickening. CT enterography was normal. 
MRI brain for his loss of smell/taste was normal. 
Abdominal ultrasound showed no gallstones. Labs showed 
elevated C-reactive protein level of 14.8 mg/L and 
calprotectin level of 4,260 μg/g. Albumin was low at 2.6 
g/dl. Quantiferon test was positive but chest X-ray 
negative. Hep B surface antigen was positive with a virus 
load of 15,100 IU/ml. IgE was 641 KU/l (normal <114 
KU/l). Gastrin level was 306 pg/ml (normal <100 pg/ml), 
but intrinsic factor and tests for parietal cell antibody were 
negative. IgG subclasses were normal. Other negative 
tests included: ova/parasite, CMV PCR, ANA, and 
respiratory virus panel. The patient was started on 
budesonide 9 mg daily. Within 1 month, his C-reactive 
protein level improved to 11.9 mg/L, and his calprotectin 
improved to 1,200 μg/g. 

However, he continued to lose weight. At this point, 3 
months into his illness, he had lost a total of 50 pounds. 
CCS, Menetrier disease, autoimmune gastroenteritis, and 
gastric cancer were on the differential. A repeat 
EGD/colonoscopy with EUS showed polypoid, thickened 
folds in the stomach, duodenum, and colon (Figure 1). 
Pathology revealed polypoid, edematous lamina propria 
and cystically dilated glands throughout the 
gastrointestinal tract (Figure 2, Figure 3). Around this 
time, the patient started experiencing darkening of the 
hands and fingernail splitting (Figure 4, Figure 5). 
Menetrier disease, autoimmune gastroenteritis, and gastric 
cancer lack skin findings and diffuse involvement of the 
gastrointestinal tract. Based on these clinical features and 
endoscopy and pathology findings, the patient was 
diagnosed with CCS. 

 

Figure 1. Images obtained during endoscopy show thickened polypoid 
folds with edema and inflammation in the stomach, duodenum, and 
ascending to transverse colon 
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Figure 2. On hematoxylin and eosin staining, a resection specimen from 
the stomach shows polypoid architecture, cystically dilated glands, and 
edematous lamina propria at low magnification (A) and high 
magnification (B). 
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Figure 3. On hematoxylin and eosin staining, a resection specimen from 
the colon shows polypoid architecture, cystically dilated glands, and 
edematous lamina propria at low magnification (A) and high 
magnification (B) 

 
Figure 4. Darkened hands 
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Figure 5. Fingernail splitting 

Budesonide was stopped. The patient was started on 
prednisone 40 mg plus mesalamine 1.2 g daily, and 
tenofovir 300 mg daily for chronic hepatitis B. He was 
referred to a dietician, who started him on a high-calorie, 
high-protein diet with daily Peptamen supplementation. 
Within three months, he gained thirty pounds, all his 
symptoms improved, and his C-reactive protein level 
normalized. He continues to be followed by 
gastroenterology and infectious disease.   

3. Discussion 

Since CCS was first documented in 1955 [2,3], only 
around 500 cases have been documented worldwide, 75% 
of which are from Japan. The etiology of CCS is unknown, 
but it is thought to be autoimmune-related given positive 
autoimmune markers, increased IgG4 levels, and positive 
responses to immunosuppression [4].   

There is no diagnostic criteria for CCS. Diagnosis 
combines clinical features with hamartomatous polyps in 
the gastrointestinal tract. Diarrhea is the most common 
symptom (80%) [5,6]. Patients also often present with 
malnutrition. Dermatological changes include 
hyperpigmentation and onychodystrophy. Gastrointestinal 
polyps in CCS are largely hamartomatous. However, cases 
have been documented of malignant polyps and serrated 
polyps becoming colorectal cancer. Histological features 
of CCS polyps include cystically dilated glands and 
lamina propria edema. However, these are non-specific. 

CCS is progressive and has a poor prognosis with a 5-
year mortality of 55%, largely due to complications of 
sepsis, gastrointestinal bleeding, malnourishment, 
electrolyte imbalances, and malignancy. Complete 
remission has only been documented in 5% of cases [7,8]. 

Prospective data on management is limited given the 
rarity of CCS. Most management is guided by case reports 
and series. The mainstay of medical management is 
immunosuppression with glucocorticoids. Case series and 
retrospective cohort studies showed that over half of 
patients on glucocorticoids for CCS had symptom 
reductions and polyp regression [9,10]. Some of these 
patients were additionally on a 5-aminosalicylate, which 
have been shown to have an antiproliferative effect on 
colorectal adenomas [11]. However, there is no consensus 
on glucocorticoid type, route, dose, duration, or need for 
maintenance therapy. Multicenter collaborations are needed 
to develop treatment guidelines for rare diseases like CCS. 

Patients who are refractory to glucocorticoids  
can receive immunosuppressants like azathioprine, 
cyclosporine, or infliximab [12,13]. Medical management 

also includes treating H.pylori infection and 
gastroesophageal reflux disease. Surgery is reserved for 
patients with refractory CCS or malignant complications. 

CCS can lead to complications. CCS leads to increased 
infection risk due to immunosuppressants and the loss of 
immunoglobulins from protein-losing enteropathy. CCS 
leads to increased risk of deep vein thrombosis and 
pulmonary embolism due to the loss of anticoagulation 
factors from protein-losing enteropathy. Therefore, 
prophylactic anticoagulation must be considered. There is 
also increased risk of gastrointestinal bleeding due to 
frequent surveillance endoscopies.  

Lastly, nutritional support and electrolyte replacement 
are crucial. If enteral feeding is not tolerated or nutritional 
deficiencies are refractory to enteral feeding, parenteral 
nutrition must be considered.   

There are no guidelines for monitoring treatment. 
Regular upper and lower endoscopies are important to 
monitor polyposis and malignant complications. 
Improvements in symptoms, albumin, and electrolytes can 
warrant de-escalation of nutritional support and electrolyte 
replacement.  

4. Conclusion 

CCS is a rare, nonhereditary polyposis syndrome that 
causes protein-losing enteropathy, chronic diarrhea, and 
dermatologic changes. Given the rarity, there is no 
diagnosis criteria, and prospective data on management is 
limited. This case shows how prompt diagnosis and 
multifaceted management, including glucocorticoid 
therapy and nutritional support can improve symptoms 
and disease control. We hope this case encourages more 
prospective studies and multicenter collaborations to 
better define treatment pathways for CCS. 
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