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CASE REPORT  

Cronkhite-Canada Syndrome- The first case from Pakistan: a case report 
Hassan Tanvir Ramzi, Yumna Zainab, Sana Manzoor, Akram Malik

Abstract 
Chronkhite-Canada Syndrome is characterised by diffuse 
gastrointestinal polyposis, dystrophic changes of the 
fingernails, cutaneous hyperpigmentation, alopecia, 
diarrhoea, weight loss, and abdominal pain. This disease is 
also associated with peripheral neuropathies and 
autoimmune disorders. Its association with other diseases 
may cause the polyps to turn into malignant tumours and 
worsen the condition. The first-line treatment is a 
combination of prednisone and mesalamine. NSAIDs and 
antibiotic administration is based on the symptoms and 
needs of patients. Here, we describe a 51-year-old male 
who presented to us with abdominal pain and significant 
weight loss. His physical examination showed dystrophic 
nails, alopecia and hyperpigmentation. Endoscopy and 
colonoscopy showed multiple polyps. 

His manifestations were consistent with Cronkhite-
Canada syndrome. We prescribed oral corticosteroids, 
which improved his condition. 
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Introduction 
Cronkhite–Canada syndrome is a non-heritable condition 
characterised by gastrointestinal polyps along with 
alopecia, diarrhoea, hyperpigmentation, and 
onychodystrophy. The condition has a high morbidity rate 
and occurs more commonly in the male population 
compared to females, at a ratio of 3:2. Cronkhite–Canada 
syndrome was first described by a physician Leonard 
Wolsey Cronkhite Jr. and radiologist Wilma Jeanne Canada 
in 19551. Since its discovery, only 500 cases have been 
recorded globally; with this condition being more 
prevalent in the Japanese population2,3. 

The pathogenesis of Cronkhite–Canada syndrome might 

be intricate, since many variables play a role in its 
occurrence and advancement. According to pre-existing 
literature, Cronkhite–Canada syndrome is thought to have 
an autoimmune aetiology due to its link with other 
autoimmune diseases like membranous nephropathy, 
neuropathies, and hypothyroidism4,5. 

However, the aetiology is still unclear. Physical and 
psychological stress can also be the causes of this 
syndrome. Some cases have reported symptoms occurring 
after psychological stress, heel bone fracture, or a 
colectomy6,7. Even without any treatment, a patient can 
show improvement in the symptoms just after relief from a 
stress factor. One of the important causes that cannot be 
ignored is the imperative role of Helicobacter Pylori in the 
pathogenesis of Cronkhite–Canada syndrome8. Some case 
studies have shown a correlation with Helicobacter pylori 
infection; with 54% of the patients having presented with 
symptoms of Cronkhite–Canada syndrome, along with H. 
pylori infection. Improvement in symptoms was observed 
after H.pylori eradication therapy8,9. Additionally, allergic 
reactions to some medications, for instance, oral Thyroxine 
and some Chinese traditional medicines, can also initiate 
symptoms10. 

There are no documented case reports or literature reviews 
about Cronkhite Canada syndrome in Pakistan.  Our report 
suggests that Cronkhite Canada syndrome is mostly 
overlooked in practice, and though it is linked with 
autoimmunity and malignancies (10-15%), its prognosis 
improves with early treatment.10,11 

Case Report 
A 51-year-old male presented to Ibn-e-Siena Hospital and 
Research Institute, Multan in August 2021, with 
complaints of hair loss and hyperpigmentation for 1 year; 
along with a 2 year-long history of abdominal pain and 
loose stools. Informed consent for the publication of the 
present study was taken.  He had developed abdominal 
pain,localized to the epigastrium, 2 years prior. It was 
gradual in onset, progressive in nature, and non-
radiating. In addition, it was associated with watery 
diarrhoea and, according to the patient, weight loss of 
about 30-35 Kilograms over the course of 2 years. There 
was a mild loss of taste as well. However, it was not 
associated with vomiting, fever or melena. 

The patient also complained of male pattern baldness 
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and loss of hair from his eyebrows, axilla, extremities and 
pubic area. Moreover, he started developing 
hyperpigmentation one year earlier. 

His past medical, surgical, drug, and family history were 
unremarkable. 

Physical examination revealed the presence of 
malnutrition and dermatological features as 
pigmentation on his hands and feet (Fig.1) along with 
onychodystrophy (Fig.2). 

His blood workup presented: haemoglobin 15.1 g/dl ( 12-
16 g/dl), TLC 12,610/mm(4000-11,000 /mm) with 
neutrophilic predominance 70%; MCV 91 fl (80-102 fl); 
MCH 30pg(27-34 pg) ; MCHC 33pg (31-35 g/dl) ; Bilirubin 
0.9mg/dL (0.1-1.0 g/dl) ; SGPT 69 U/L (upto 40 U/L); SGOT 
59 U/L( up to 35 U/L) ; ALP 253 U/L (86-306 U/L). Stool 
examination was positive for occult blood. Coeliac disease 
work up was negative, with Serum Anti-Transglutaminase 
IgA 0.60 U/ml (< 2.6 U/ml); Serum Anti Transglutaminase 
IgG 0.5 U/ml (<2.6 U/ml) and faecal Calprotectin 8.30 ug/g 
(43.2 ug/g). Due to financial constraints further testing for 
an autoimmune profile could not be undertaken. CT 
abdomen and pelvis showed extensive and innumerable 
polyps that involved the stomach (relatively sparing the 
fundus) and large intestine. 
Esophagogastroduodenoscopy and colonoscopy also 
showed multiple polyps in stomach, duodenum, terminal 
ileum, caecum, ascending colon, transverse colon, 
descending colon, sigmoid colon and rectum. 
Histopathology showed polypoidal gastric mucosa with 
moderate chronic active gastritis and markedly 
hyperplastic small and large bowel mucosa with 
dysplasia. As this patient presented with diffuse 
gastrointestinal polyposis along with ectodermal 
changes, including hyperpigmentation and 
onychodystrophy, the diagnosis of Cronkhite–Canada 
syndrome was determined. 

He was started on azathioprine, mesalamine and 
prednisolone. After 2 months his gastrointestinal 
symptoms reduced, and hyperpigmentation reverted. 
Surveillance colonoscopies are planned annually. 

Discussion 
Cronkhite–Canada syndrome may tend to be malignant 
as the complications may get worse in the presence of 
other diseases. The prevalence of worst-case scenarios 
involving progression to GIT cancers is 10%-20%; Among 
those, the most common is gastric cancer, which is mostly 
limited to the T1 level.12,13 The presence of multiple 
polyps in the gastrointestinal tract including the 
oesophagus, the stomach, small intestine and colon may 
lead to other symptoms of Cronkhite-Canada syndrome, 
such as, abdominal cramps and diarrhoea. Diarrhoea may 
further lead to electrolyte imbalance. The initial phase of 
the disease presents with dysgeusia, anosmia, and 
peripheral oedema. The patient may also present with 
severe loss of appetite, which, if prolonged, may cause 
malnutrition and profound weight loss. Recent studies 
state that, people with Cronkhite–Canada syndrome can 
also present with coexisting autoimmune diseases, as, 
rheumatoid arthritis, scleroderma, SLE, and 
hypothyroidism.14 
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Figure-1: Hand with hyperpigmented lesions

Figure-1: Finger nails showing onychodystrophy
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Changes in the mucosa of intestine may cause 
malabsorption and a decrease in vitamin C and calcium 
levels in the body. This can lower bone mineral density 
and cause fractures. Some case studies also reported the 
coexistence of pulmonary embolism, arteriovenous 
thrombosis, and vestibular dysfunctions with Cronkhite–
Canada syndrome.15,16 Furthermore, some studies have 
shown alteration in motor and sensory responses, leading 
to the conclusion that it may also be complicated by 
neuropathies such as mononeuritis multiplex. The reason 
behind the peripheral neuropathies is not well 
established, but some authors have attributed it to a 
decrease of myelinated nerve fibres in the sural nerve17. 

Other complications of Cronkhite–Canada syndrome are: 
Haematochezia, hypoproteinaemia, anaemia, 
gastrointestinal Bleeding, intussusception, major 
duodenal papillary prolapse, recurrent pancreatitis, 
hypocalcaemia, malnutrition, Heart Failure, repeated 
infection, and sepsis.18 

There is no approved treatment of Cronkhite–Canada 
syndrome, however, there is some preferred general and 
symptomatic management provided in previously 
reported cases. The key drug that should be considered is 
prednisone. Drug dosage must be managed according to 
the severity of the condition and tapered down, as the 
patient shows improvement in symptoms19. 

In Cronkhite–Canada syndrome, anti-TNF-alpha therapy 
has proven to be quite effective. According to literature, 
great therapeutic impact was reported after the 
administration of infliximab20. 

As mentioned above, the eradication of H.Pylori can help 
in relieving symptoms of Cronkhite–Canada syndrome. In 
some cases, a combination of mesalazine and prednisone 
was effective in gradual recovery of hair and nails, as well 
as management of diarrhoea. 

Conclusion 
Cronkhite-Canada syndrome should be considered as soon 
as gastrointestinal symptoms and skin changes start to 
show up. It is important to pay attention while examining a 
patient with this syndrome. Early diagnosis and 
management can improve the prognosis. Constant 
monitoring of this condition and follow-ups may also help 
in a better prognosis. Any negligence can lead to severe 
complications being overlooked, such as malignancy. To 
conclude, our patient, who had being diagnosed with 
Cronkhite-Canada syndrome, symptomatically improved 
after commencing medical treatment and had no 
aforementioned complications throughout the follow-ups. 
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taken for publishing his case history.  

Conflict of Interest: None to declare. 

Funding Disclosure: None to declare. 

References 
1.  Cronkhite LW, Canada WJ. Generalized gastrointestinal polyposis; 

an unusual syndrome of polyposis, pigmentation, alopecia and 
onychotrophia. N Engl J Med. 1955; 252:1011-5. doi: 
10.1056/NEJM195506162522401. 

2. Devulder F, Bouché O, Diebold MD, Abdelli N, Fremond L, 
Cambier MP, et al. Cronkhite-Canada syndrome: a new French 
case. Gastroenterologie  Clin Biol. 1999;  23:407–8.  

3. Goto A. Cronkhite-Canada syndrome: epidemiological study of 
110 cases reported in Japan. Nihon Geka Hokan. 1995; 64:3-14. 

4.  Chalk JB, George J, McCombe PA, Tannenberg AE, Ward M, 
Pender MP. Cronkhite-Canada syndrome associated with 
peripheral neuropathy. Aust N Z J Med. 1991; 21:379-9. doi: 
10.1111/j.1445-5994.1991.tb04710.x. 

5. Firth C, Lucinda AH, Maxwell LS, Leslie FT. A Case Report of 
Cronkhite-Canada Syndrome Complicated by Membranous 
Nephropathy. Case Rep Nephrol Dial. 2018; 8:e261-7. doi: 
10.1159/000494714. 

6. Zong Y, Zhao H, Yu L, Ji M, Wu Y, Zhang S. Case report—malignant 
transformation in Cronkhite–Canada syndrome polyp. Medicine 
(Baltimore). 2017; 96:e6051. doi: 10.1097/MD.0000000000006051. 

7. Murata I, Yoshikawa I, Endo M, Tai M, Toyoda C, Abe S, et al. 
Cronkhite-Canada syndrome: report of two cases.  J 
Gastroenterol. 2000; 35:706-11. doi: 10.1007/s005350070051. 

8.  Kim MS, Jung HK, Jung HS, Choi JY, Na YJ, Pyun GW, et al. A Case 
of Cronkhite-Canada syndrome showing resolution with 
Helicobacter pylori eradication and omeprazole. Korean J 
Gastroenterol. 2006; 47:59-64. 

9. Watanabe C, Komoto S, Tomita K, Hokari R, Tanaka M, Hirata I, et 
al. Endoscopic and clinical evaluation of treatment and prognosis 
of Cronkhite–Canada syndrome: a Japanese nationwide survey. J 
Gastroenterol. 2016; 51:327-36. doi: 10.1007/s00535-015-1107-7. 

10. Wu ZY, Sang LX, Chang B. Cronkhite–Canada syndrome: from 
clinical features to treatment.  Gastroenterol Rep. 2020; 8:e333-42. 
doi: 10.1093/gastro/goaa058. 

11. Yuan W, Tian L, Ai F, Liu S, Shen S, Wang X, et al. Cronkhite Canada 
syndrome: A case report. Oncology Lett. 2018; 15:8447-53. doi: 
10.3892/ol.2018.8409. 

12.  Sweetser S, Boardman LA. Cronkhite-Canada syndrome: an 
acquired condition of gastrointestinal polyposis and 
dermatologic abnormalities. Gastroenterol Hepatol. 2012; 8:201–
3.  

13. Zhao R, Huang M, Banafea O, Zhao J, Cheng L, Zou K, et al. 
Cronkhite-Canada syndrome: a rare case report and literature 
review. BMC Gastroenterol. 2016; 16:23. doi: 10.1186/s12876-016-
0436-1. 

14. Kao KT, Patel JK, Pampati V. Cronkhite-Canada syndrome: a case 
report and review of literature. Gastroenterol Res Pract. 2009; 
2009:619378. doi: 10.1155/2009/619378. 

15. Naoshima-Ishibashi Y, Murofushi T. A case of Cronkhite-Canada 
syndrome with vestibular disturbances. Eur Arch 
Otorhinolaryngol. 2004; 261:558-9. doi: 10.1007/s00405-004-
0763-7. 

16. Nemade NL, Shukla UB, Wagholikar GD. Cronkhite Canada 
syndrome complicated by pulmonary embolism-A case report. Int 
J Surg Case Rep. 2017; 30:17-22. doi: 10.1016/j.ijscr.2016.11.020. 

17. Lo YL, Lim KH, Cheng XM, Mesenas S. Steroid Responsive 
Mononeuritis Multiplex in the Cronkhite–Canada Syndrome.  
Front Neurol. 2016; 7:e207. doi: 10.3389/fneur.2016.00207. 



18. Kopáčová M, Urban O, Cyrany J, Laco J, Bureš J, Rejchrt S, et al. 
Cronkhite-Canada Syndrome: review of the literature. 
Gastroenterol Res Pract. 2013; 2013:e856873. doi: 
10.1155/2013/856873. 

19. Taylor SA, Kelly J, Loomes DE. Cronkhite-Canada Syndrome: 
Sustained Clinical Response with Anti-TNF Therapy. Case Rep 

Med. 2018; 2018:e9409732. doi: 10.1155/2018/9409732. 
20. Schulte S, Kütting F, Mertens J, Kaufmann T, Drebber U, Nierhoff D, 

et al. Case report of patient with a Cronkhite-Canada syndrome: 
sustained remission after treatment with corticosteroids and 
mesalazine. BMC Gastroenterol. 2019; 19:36. doi: 10.1186/s12876-
019-0944-x 

Open Access J Pak Med Assoc

H T Ramzi, Y Zainab, S Manzoor, et al 696


