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Early onset Peutz–Jegher
s syndrome, the
importance of appropriate diagnosis and follow-up
A case report
Cristina Oana Mărginean, MD, PhDa, Lorena Elena Meliţ, MD, PhDa,∗, Florin Patraulea, MD, PhDb,
Simu Iunius, MDc, Maria Oana Mărginean, MD, PhDd

Abstract
Rationale: Peutz–Jeghers syndrome (PJS) is currently defined as an inherited condition, also called a familial hamartomatous
polyposis syndrome, characterized by the association between pigmented mucocutaneous lesions and hamartomatous polyps in
the gastrointestinal tract, especially in the small bowel.

Patient concerns:We present the case of a 7-year-old male patients, diagnosed at the age of 3 years with PJS due to a surgical
intervention for acute abdominal pain that revealed a rectal polyp associated with hyperpigmented maculae on the lips and oral
mucosa. His family history revealed the same condition in his mother, who was diagnosed much later, at the age of 25 years.

Diagnoses: The upper and lower digestive endoscopy revealed multiple polyps of different sizes within the stomach, and 2 polyps
at 5cm from the anal orifice. The barium enterography revealed 3 polyps within the ileum.

Interventions: We administered blood transfusions and both recto-anal polyps were surgically removed.

Outcomes:The outcome was favorable and the patient was discharged with the recommendations for clinical assessment at least
every 6 months, annual laboratory tests, but also follow-up of the detected polyps and screening by upper digestive endoscopy,
barium enterography and colonoscopy every 2 years.

Lessons: Early onset of PJS presenting with polys is quite rare since they require time for their development manifesting usually
after the first decade of life. Close monitoring is essential for PJS in order to prevent potential complications and early detect the
development of related malignancies.

Abbreviation: PJS = Peutz–Jeghers syndrome.
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1. Introduction

Connor and Hutchinson were the first that reported and
illustrated Peutz–Jeghers syndrome (PJS) in a pair of identical
twins who presented melanotic macules in 1895 and 1896,
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∗
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St., 540139 Târgu Mureş, Romania (e-mail: lory_chimista89@yahoo.com).

Copyright © 2019 the Author(s). Published by Wolters Kluwer Health, Inc.
This is an open access article distributed under the terms of the Creative
Commons Attribution-Non Commercial License 4.0 (CCBY-NC), where it is
permissible to download, share, remix, transform, and buildup the work provided
it is properly cited. The work cannot be used commercially without permission
from the journal.

Medicine (2019) 98:27(e16381)

Received: 18 February 2019 / Received in final form: 7 May 2019 / Accepted: 13
June 2019

http://dx.doi.org/10.1097/MD.0000000000016381

1

respectively.[1,2] Nevertheless, the first publication of PJS
belonged to Peutz approximately 35 years later, in 1921,
defining the condition in a Dutch family as gastrointestinal
familial polyposis associated with pigmentations.[3] PJS is
currently defined as an inherited condition, with autosomal
dominant pattern of transmission, also called a familial
hamartomatous polyposis syndrome, characterized by the
association between pigmented mucocutaneous lesions and
hamartomatous polyps in the gastrointestinal tract, especially
in the small bowel.[4] Thus, genetic determinism is essential in the
development of PJS similar to other conditions.[5] Hamartom-
atous polyposis syndromes carry a considerable predisposition to
malignancy and they are rare conditions, representing<1% of all
inherited gastrointestinal syndromes with increased risk for
cancer.[6] Except for PJS, these syndromes also include familial
juvenile polyposis syndrome, phosphatase and tensin homolog
gene hamartoma tumour syndromes, basal cell nevus syndrome,
multiple endocrine neoplasia syndrome 2B, neurofibromatosis
type 1, Cronkhite–Canada syndrome, and hereditary mixed
polyposis syndrome.[4] Despite the wide variability regarding the
prevalence of PJS reported by different studies, most-likely it is of
approximately 1 in 100,000 people.[4] Even though it is well-
documented that PJG is an inherited, autosomal dominant
disorder, its penetrance varies even among the members of the
same family. Thus, it is possible for certain members to express
only mucocutaneous hyperpigmentation, while others may be
found to manifest both hyperpigmentation and hamartomatous
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Figure 1. Aspect of the mucocutaneous pigmentations.
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polyps.[4] The incriminated gene in the etiology of PJS is STK11
or LKB1, which was suggested to act as a tumor suppressor
gene.[7] Mutations in this gene have been identified in 30% to
70% of sporadic cases of PJS and 70% of PJS patients with a
positive family history.[8]

Commonly, the polyps from PJS require time for their growth,
and the patients usually became symptomatic after the first
decade of life.[9] These polyps most frequently affect the small
bowel, but they commonly occur also in the colon and stomach,
and their sizes vary between 0.1 and 5cm in diameter.[10] On the
other hand, mucocutaneous pigmentation usually occurs during
infancy and fades later in life, commonly during late adoles-
cence.[11] These lesions are a result of the presence of pigment-
laden macrophages in the dermis, are dark brow or blue-brown,
and their sizes vary between 1 and 5 mm.[9] Melanotic pigmented
macules are usually located on the vermilion border of the lips
(94%), the oral mucosa (66%), hands (74%), and feet (62%), but
they can also appear in the periorbital, perianal and genital
area.[8] The diagnosis of PJS can be established based on the
association between the presence of hamartomatous polyp(s) and
at least 2 of the following criteria: a positive family of this
condition, labial melanin deposits and small bowel polyposis.[8]

Due to the increased susceptibility of malignancy in patients with
PJS, follow-up and malignancy screening is of major importance.
Among the optimal methods used in this purpose, we recall
barium enterography, computed tomography with oral contrast,
magnetic resonance imaging with enteroclysis, capsule entero-
scopy, colonoscopy, and upper endoscopy.[4] Other possible
malignancies that can occur in PJS patients must also be screened
using abdominal ultrasound, chest X-ray, mammography,
testicular examination, carbohydrate antigen (CA-19-9), cancer
antigen (CA125).[12] Nevertheless, these methods should be
chose depending on the specific patient’s manifestations,
available resources, psychosocial conditions, and personal
preferences.[4] The aim of this case report is to underline the
importance of early diagnosis and appropriate follow-up in
children with PJS.
The informed written consent was obtained from the patient’s

mother prior to the publication of this case report.
2. Case report

2.1. Presenting concerns

We present the case of a 7-year-old male patient, diagnosed at the
age of 3 years with PJS due to a surgical intervention for acute
abdominal pain that revealed a rectal polyp associated with
hyperpigmented maculae on the lips and oral mucosa. His family
history revealed the same condition in his mother, who was
diagnosed much later, at the age of 25 years. We mention that
since the diagnosis, the patient was not appropriately monitored
due to several factors related to the patient’s compliance and
available resources. We must also mention that during this entire
period he presented chronic rectal bleeding.
Figure 2. Aspect of the gastric polyps (upper digestive endoscopy).
2.2. Clinical findings

The clinical exam at the time of admission revealed influenced
general status, severe pallor of the skin and mucosa, multiple
pigmented maculae on the lips and oral mucosa (Fig. 1),
abdominal pain, abdominal scar post-laparotomy, rectal bleed-
ing, and anal extrusion of polyp during defecation.
2

2.3. Diagnostic focus and assessment

The laboratory tests performed at the time of admission revealed
severe anemia (Hb 6.3g/dL, MCV 53.8 fL, MEH 13.8 pg, Htc
24.5%). Based on all history and his general status, we decided to
administer blood transfusion. The abdominal ultrasound did not
reveal any pathological findings. We performed an upper
digestive endoscopy, which showed multiple polyps of different
sizes within the stomach, the biggest one of approximately 10mm
(Figs. 2 and 3). We also performed a colonoscopy and we
identified 2 polyps of different sizes at approximately 5cm from
the anal orifice (Fig. 4), and we recommended their excision
due to the troublesome anal extrusion of the bigger polyp. The
small bowel was assessed using barium enteropgraphy, which
revealed 3 polypswithin the ileum, the biggest one of approximately
10mm.



Figure 3. Aspect of the biggest gastric polyp (upper digestive endoscopy).
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2.4. Therapeutic focus and assessment

Based on the previous findings, the patient was referred to the
surgeon, and both recto-anal polyps were excised, with a
favorable evolution. The histopathological exam of the gastric
poly and both recto-anal polyps did not reveal any signs of
dysplasia, showing specific hamartomatous polyps.
2.5. Follow-up and outcome

We decided to discharge the patient with the recommendations
for clinical assessment at least every 6 months, annual laboratory
tests, but also follow-up of the detected polyps and screening by
upper digestive endoscopy, barium enterography and colonos-
copy every 2 years.
3. Discussions

The diagnosis of PJS is usually established around a similar age in
men and women, 23 years and 26 years, respectively.[9]

Nevertheless, in our case the diagnosis was established much
earlier, at the age of 3 years, but his mother was diagnosed at the
age of 25 years similar to most of the PJS patients reported in the
Figure 4. Aspect of the recto-anal polyps (colonoscopy).
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literature. The most frequent complaints of patients with PJS are
intestinal intussusception (43%), abdominal pain (23%), blood
in the stool (14%), polyp anal extrusion (7%), while in the
remaining 13% of the patients, the diagnosis is established due
to the presence of pigmented mucocutaneous lesions.[12] Our
patients presented intestinal intussusception at the age of 3 years.
Despite the fact that polyp anal extrusion is a relatively rare
complaint in patients with PJS, he was admitted in our clinic at
the age of 8 years presenting polyp anal extrusion during
defecation. Moreover, since the age of 2 years until the age of 8
years, he complained of recurrent abdominal pain, and he
expressed blood in his stool resulting in a severe chronic anemia.
Specific mucocutaneous lesions are present in 95% of the patients
diagnosed with PJS, their malignant degeneration is extremely
rare, and they can disappear during adolescence.[4] Our patient
presented multiple, intense pigmentations on the lips and oral
mucosa. Nevertheless, data from the literature revealed also cases
where nomucocutaneous changes were noticed, as in the case of a
44-year-old male patients reported by Loureiro et al, resulting in
an increased difficulty of establishing the diagnosis of PJS.[13]

Even though, Peutz–Jeghers polyps most frequently affect the
small bowel, colon and stomach, they were also described in the
lungs, nares, renal pelvis, and urinary bladder.[14] In PJS, polyps
are reported to present the following locations and frequencies:
small bowel and colon (equal frequency, 64%), stomach (49%),
and rectum (32%).[9] Our patient presented polyps within the
stomach, small bowel and at 5cm from the anal orifice. Usually,
the median age for the first presentation due to the presence of
polyps is between 11 and 13 years, but approximately one half
of the patients will have expressed complaints by the age of
20 years.[15] Nevertheless, our patient was diagnosed with PJS
due to the presence of polyp at only 3 years of age. Moreover, the
most common complications that can occur during the first 3
decades of life in these patients are: abdominal pain, rectal
bleeding, anemia, bowel obstruction or intussusception.[15]

Nevertheless, gastrointestinal bleeding with subsequent anemia
may be encountered in other gastrointestinal disorders.[16–22] In
our case, despite the small age, of only 7 years, the patient
experienced all the previously mentioned complications. Intus-
susception was reported in other cases of PJS, but in older
patients.[23,24] Gastric outlet obstruction due to a giant gastric
polyp is another rare, but possible complication in patients with
PJS.[25] In our case, we also identified a big gastric polyp that
might lead in time to this complication requiring close
monitoring. The most commonly affected gastrointestinal part
by PJS polyps is the small bowel, more than 90% of the patients
presenting polyps in the small bowel during their lifetime. Within
the small bowel, the incidence is the highest in the jejunum,
progressively decreasing in the ileum and duodenum.[15]

Nevertheless, in our case we identified polyps within the ileum.
A study performed on 14 unrelated PJS patients revealed an

even higher median age of the first symptoms, of approximately
19 years, varying between 2 and 72 years.[26] Thus, the age of the
smallest patient included in the previously mentioned study is
similar to our patient’s, though it is clear that most of the patients
included in the study were older, above the age of 10 years. Only
3 patients were below the age of 10 years at the time of diagnosis,
one was 2 years old, the second was 3 years old, while the third
was 8 years old.[26] The same study revealed a positive family
history in 6 cases underlining the fact that multiple PJS patients
do not have any family members diagnosed with the same
condition.[26] In our case, the patient’s mother was diagnosed
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with PJS, but at a much older age, 25 years. The most frequent
complications encountered in the study mentioned above were
anemia and polyp-related bowel intussusception as in our
patient. Extraintestinal polyps were also reported in patients
with PJS, with different locations.[4,27] In our case, we found no
extraintestinal polyps.
It is a well-documented fact that patients with PJS present a

high risk for both gastrointestinal and extraintestinal malignan-
cies involving pancreas, lung, testis, breast, uterus, ovary and
cervix.[6] Therefore, appropriate and close monitoring of these
patients is essential in order to detect both polyps, which can lead
to intussusception, and any of the possible malignancies
mentioned above. Appropriate monitoring depends mainly on
the relationship between physician, patient and family that relies
mostly on physician’s communication skills.[28] Moreover, due to
the high risk for malignancies, it would be ideal if this condition
could be included in screening programs similar to other
conditions.[29,30] Our patient was not appropriately monitored
because since the age of 3 years and until the age of 7 years he
never underwent any supplementary investigations. This fact led
to severe anemia due to chronic rectal bleeding associated with
anal polyp extrusion during defecation. The treatment in these
patients includes both supportive measures and surgical
intervention. The supportive measures consist in blood trans-
fusions for patients with severe anemia or analgesics if needed,
whereas the surgical treatment consists in polyp removal in case
of troublesome symptoms or in case of malignancy features
identified during the histopathological exam of their biopsies.
Thus, the prognosis of these patients depends on the patient’s age
at the time of diagnosis, the patient’s symptoms, the number of
polyps, and especially their associated risk for malignancy
transformation. In our case we used upper and lower digestive
endoscopy for polyp screening along with polyp biopsy for
potential malignancy features. Our patient’s prognosis is
unpredictable based on the early onset of the disease with
multiple gastric and ileum polyps that led to severe anemia.
Nevertheless, further complications might be prevented in case of
appropriate follow-up.
Despite its rarity, PJS expresses a particular clinical relevance

due to its increased risk for both intestinal and extraintestinal
malignancies. Early onset of PJS presenting with polys is quite
rare since they require time for their development manifesting
usually after the first decade of life. Close monitoring is essential
in PJS patients for the prevention of potential complications and
early detection of related malignancies.
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[5] Mărginean C, Mărginean CO, Iancu M, et al. The FTO rs9939609 and
LEPR rs1137101 mothers-newborns gene polymorphisms and maternal
fat mass index effects on anthropometric characteristics in newborns: a
cross-sectional study on mothers-newborns gene polymorphisms – The
FTO-LEPR Study (STROBE-compliant article). Medicine (Baltimore)
2016;95:e5551doi:10.1097/MD.0000000000005551.

[6] Chen H-M, Fang J-Y. Genetics of the hamartomatous polyposis
syndromes: a molecular review. Int J Colorectal Dis 2009;24:865–74.
doi:10.1007/s00384-009-0714-2.

[7] Gruber SB, Entius MM, Petersen GM, et al. Pathogenesis of adenocarci-
noma in Peutz–Jeghers syndrome. Cancer Res 1998;58:5267–70.

[8] Giardiello FM, Trimbath JD. Peutz–Jeghers syndrome and management
recommendations. Clin Gastroenterol Hepatol 2006;4:408–15.
doi:10.1016/j.cgh.2005.11.005.

[9] Utsunomiya J, Gocho H, Miyanaga T, et al. Peutz–Jeghers syndrome: its
natural course andmanagement. JohnsHopkinsMed J 1975;136:71–82.

[10] Giardiello F. Rustgi AK. Gastrointestinal polyposis syndromes and
hereditary nonpolyposis colorectal cancer. Gastrointestinal Cancers:
Biology, Diagnosis, and Therapy Philadelphia: Lippincott-Raven; 1995;
370–1.

[11] Kyle J. Peutz–Jeghers syndrome. Scot Med J Scot Med J 1961;6:361–7.
[12] Hearle N, Schumacher V, Menko FH, et al. Frequency and spectrum of

cancers in the Peutz–Jeghers syndrome. Clin Cancer Res 2006;12:3209–
15. doi:10.1158/1078-0432.CCR-06-0083.

[13] Loureiro J, Menegazzo GL, Vergamini L, et al. Diagnostic difficulty in
Peutz–Jeghers syndrome. J Coloproctol (Rio de Janeiro) 2015;35:67–71.
doi:10.1016/j.jcol.2014.08.012.

[14] Murday V, Slack J. Inherited disorders associated with colorectal cancer.
Cancer Surv 1989;8:139–57.

[15] Gammon A, Jasperson K, KohlmannW, et al. Hamartomatous polyposis
syndromes. Best Pract Res Clin Gastroenterol 2009;23:219–31.
doi:10.1016/j.bpg.2009.02.007.
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[21] Meliţ LE, Mărginean CO, Georgescu A, et al. Complications of sepsis in
infant. A case report. J Crit Care Med (Targu Mures) 2016;2:96–9.
doi:10.1515/jccm-2016-0012.
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