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Abstract:

Peutz-Jeghers syndrome (PJS) is a hereditary polyposis syndrome of the gastro intestinal tract with multiple 
hamartomatous polyps affecting almost any part of the gastrointestinal tract with pigmentation around lips and buccal 
mucosa. It is inherited in an autosomal dominant pattern. Most patients present with complications induced by the 
polyps like ulceration, anemia, bowel intussusception and sometimes malignant transformation of the polyps. 
Moreover, these patients have an increased risk of malignancy in other non-gastrointestinal sites as well. Here we 
present a case of a 29 years old male who presented with recurrent bouts of melaena. The patient had perioral 
pigmentations. Endoscopy upper GI and colonoscopy revealed multiple polyps all over the GIT. Histologically they 
were confirmed to be hamartomas, suggesting a diagnosis of PJS. Aggressive screening is recommended in patients 
with Peutz-Jeghers syndrome to prevent malignancy. Upper GI endoscopy and colonoscopy along with ileoscopy 
should be performed every two years from 10 years of age. Surveillance for cancers outside GIT including testicular 
and breast examinations once in a year should be introduced in the second decade of life.
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Introduction

Peutz-Jeghers syndrome (PJS) was first reported by Peutz in 
19211,2, and subsequently, detailed case PJS by Jeghers, 
McKusick, and Katz in 19493. It4,5 is a rare disorder 
characterized by typical pigmented perioral macules, 
pigmented spots in the buccal mucosa which are present in 
90% of patients, and multiple hamartomatous polyps 
predominantly in the gastrointestinal (GI) tract6. Hamartomas 
can range from 5 to 50 mm in diameter (median size, 35 mm). 
Hamartomas are associated with intussusception, bleeding, 
anemia, and obstruction7.In addition to polyposis, the risk of 
gastrointestinal and extra-gastrointestinal malignancies is 
significantly increased in PJS patients8. The relative risk of
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 dying from a gastrointestinal cancer is 13 times greater. The 
risk of any other malignancy (especially cancer of the 
reproductive organs and breast, and also of the pancreas and 
lung) is 9 times greater than in the general population9. The 
gene was localized to chromosome 19p34p36 and is known as 
STK 11, a serine-threonine kinase involved in growth control 
regulation. On the other hand, not all patients with PJS have a 
mutation in this gene10, suggesting other mutations.

Case history:

A young man, referred from Sylhet came to our hospital with 
the complaints of recurrent bouts of melaena for a month. 
Physical examination revealed severe anemia along with 
mucocutaneous pigmentations over the lips and buccal mucosa 
(Figure 1), no other lesions could be identified in the anal 
region or on the hands and feet. The abdominal examination 
was unremarkable with no organomegaly, mass or ascites.
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Figure 1: Typical mucocutaneous pigmentation around lips of 
our patient.

Laboratory data confirmed anemia with no other blood, urine 
or stool changes. We proceeded with an upper gastrointestinal 
endoscopy, which revealed large number of variable sized 
polyps in the stomach. Large number of variable sized polyps 
were also seen in the bulb, post bulbar area & proximal 
jejunum. (Figure 2 & 3). Additionally, colonoscopy was 
performed and large number of polyps in clusters were seen 
throughout the colon and rectum along with multiple small 
polypoid lesions at the terminal ileum. Endoscopic 
polypectomy was done from stomach and duodenum. 
Colonoscopic polypectomy was done from colon and rectum. 
All the polyps were sent for histopathology.

A CT scan was done to check if there was any other 
extraintestinal site involvement or complications. Tumor 
markers were checked: CA19.9 and CEA were normal. 
Histopathology of the resected polyps revealed arborization of 
smooth muscle bundles in muscularis mucosae covered with 
normal villi and was defined as a hamartoma, thus confirming 
the clinical diagnosis of PJS.

Figure 2: Multiple polyps at the stomach at upper GI 
endoscopy and endoscopic polypectomy.

Figure 3: Multiple polyps at the duodenum at upper GI 
endoscopy and endoscopic polypectomy.

Figure 4: Multiple polyps at the rectum at colonoscopy and 
colonoscopic polypectomy.

A further detailed family history was obtained. Patients father 
died of colorectal carcinoma (could not be confirmed if it was 
Peutz- Jeghers associated). His elder brother died of rectal 
carcinoma at the age of 44 and his younger brother is currently 
undergoing endoscopic polypectomy procedure in Sylhet. His 
younger brother has lip pigmentations as per the patient’s 
statement. Her mother first noted pigmented spots around his 
lips when he was 9 years of age. Genetic study was not 
performed. The patient was placed on a multi-session 
polypectomy schedule and was placed on a regular cancer 
surveillance program for cancers outside the GIT.

Figure 5: The histopathological findings reveal hamartoma, 
with a typical gastric PJS polyp demonstrating an arborizing 
pattern of growth of smooth muscle (HE staining, 
magnification 4×).
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Figure 6: The histopathological findings reveal hamartoma, 
with a typical colonic PJS polyp demonstrating an arborizing 
pattern of growth of smooth muscle (HE staining, 
magnification 4×).

Discussion
Peutz–Jeghers syndrome is an autosomal dominant syndrome 
characterized by gastrointestinal hamartomatous polyposis 
associated with oral and anal mucocutaneous pigmentations.11  
The syndrome also manifests extraintestinal hamartomatous 
polyps12. Jeghers polyps occur most numerously in the small 
intestine but frequently in the colon and stomach, only a few 
cases have been reported in the duodenum.12 The World 
Health Organization (WHO) criteria for diagnosing this rare 
disorder are13:
1. Three or more polyps, which show histological features 

consistent with PJS.
2. A family history of PJS with any number of PJPs.
3. A family history of PJS with characteristic 

mucocutaneous pigmentation.
4. Characteristic mucocutaneous pigmentation with any 

number of PJPs.
Patients with PSJ carry a very high risk of gastrointestinal 
adenocarcinoma along with exaggerated extraintestinal 
carcinoma risk- namely pancreatic, breast, testis, and ovary. 
Compared with the normal population, PJS subjects have a 
relative risk of 15 for developing any such type of 
malignancy.9 We report a case of Peutz–Jeghers syndrome in a 
patient with intermittent melaena and describes the clinical 
characteristics of PJS.
The actual etiology of PSJ is unclear. Most commonly 
mutated gene that has been identified is STK11. STK 11 gene 
is a tumor suppressor gene which codes a serine/ threonine 
kinase.14 Mutation of this gene leads to loss of tumor 
suppression attribute of the gene and hence development of 
the polyps, associated in many cases with cancer 
development. So, in comparison to the general population, 
individuals have a higher incidence rate of malignant tumors. 
Colorectal cancer is the most commonly associated carcinoma 
with PSJ, followed by breast, gastric, small bowel, and 
pancreatic carcinoma.15

Patients should be instructed on the need for cancer 
surveillance- follow-up abdominal ultrasound examination 
(liver gallbladder, pancreas, spleen) every six months and 
upper gastrointestinal endoscopy every three years according 
to the guidelines for PJS. The differential diagnosis of SPJ 
arises mainly with other hereditary family polyposis as 
familial adenomatous polyposis, Gardner's syndrome and 
generalized juvenile polyposis16.

Many new therapies are now going through trial on animals to 
estimate its effectiveness in reducing polyp growth. PSJ 
polyps overexpress COX2 enzyme, hence, celecoxib (a potent 
COX 2 inhibitor) showed halt of polyp development in mice 
models successfully. However, trail on humans has yet 
awaiting.17 A combined surgical and endoscopic procedure 
allows effective clearance of the multiple hamartomatous 
polyps from the entire length of the small bowel reported and 
considered superior in terms of quality of life. Surgical 
intervention is necessary when the condition is complicated 
by its known complications e.g. Gastrointestinal bleeding, 
obstruction, or intussusception or the polyp count and size is 
too big to be removed by endoscopy. 

Most publications recommend polypectomy for polyps in the 
stomach or colon that are greater than 1 cm in size noted 
during endoscopic surveillance. Surgery has been 
recommended for symptomatic or rapidly growing polyps or 
asymptomatic polyps greater than 1–1.5 cm in size. Some 
experts suggest a clean sweep. This can be facilitated by 
concomitant interoperative endoscopy with polypectomy or, 
in the case of larger polyps, enterotomy. The clean sweep 
approach appears to decrease the need for recurrent small 
bowel surgery. Recently, the use of double balloon 
enteroscopy for removal of small bowel PJS polyps has been 
reported and might decrease the need for laparotomy18. 
Lifelong cancer surveillance is recommended. At the age of 
8–10 years, surveillance for stomach and small bowel 
polyposis should start, and it should continue every 2–3 
years19.

Conclusion

Peutz Jeghers patients are rare clinical entity, when diagnosed, 
should undergo periodic surveillance. Removal of larger 
polyps aims to reduce the likelihood of complications in 
Peutz-Jeghers. Hence, surveillance for gastric and 
small-bowel polyposis should begin at age 8-10 years and 
continue at 2-3–year intervals20. Other family members should 
be screened as well. Early diagnosis, endoscopic or surgical 
resection and regular follow-up can have a significant positive 
effect on its prognosis, delaying/ preventing the complications 
associated with PSJ as well as transformation of the polyps 
into overt malignancy.
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