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Dificuldade diagnéstica na Sindrome de Peutz-Jeghers

RESUMDO
Palavras-chave: Illustra-se um caso de dificuldade diagnéstica frente a paciente com polipose coldnica
Sindrome de Peutz-Jeghers secundaria a Sindrome de Peutz-Jeghers, sem histéria familiar e sem caracteristicas clini-
Pélipos intestinais cas patognomonicas da doenga. Os exames, incluindo bidpsia, geraram duvida diagnéstica,
Diagnéstico sendo o diagnéstico definitivo caracterizado em terapéutica de excegdo.
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Introduction

Peutz-Jeghers syndrome (PJS) is an autosomal dominant dis-
order characterized by multiple hamartomatous polyps in the
gastrointestinal tract, generally associated with mucocuta-
neous hyperpigmentation.’? This is a rare condition, with
prevalence between 1:8300 and 1:280,000.?

Patients with PJS are predisposed to the development of
benign and malignant neoplasms of the gastrointestinal tract,
breast, ovary, uterus, cervix and testis.”>

In the spectrum of colonic polyposes, histology is decisive
to establish the etiologic diagnosis and define the therapeu-
tic conduct. Thus, the motivation of this work is to present a
case of Peutz-Jeghers syndrome in which there was diagnostic
difficulty.

Case report

Man, 44, previously healthy, began hematochezia that evolved
into an intermittent minor enterorrhagia a year ago. Denied
change in bowel habits, abdominal or anal pain, adynamia or
weight loss. Also denied family history of intestinal disease,
but the patient did not keep in touch with family members.

On examination, the patient was ruddy and in good gen-
eral condition, the abdominal examination was normal and
no mucocutaneous changes were observed. The digital rec-
tal examination revealed polyps located approximately 5cm
from the anal margin, especially on the posterior wall, with
no bleeding.

The colonoscopy revealed multiple polyps (approximately
50) throughout the colon, reaching distal rectum. The biggest
polyps in the right colon were about 3 cm in size. The rectum
contained approximately 14 polyps (Fig. 1). The chromoen-
doscopy with magnification revealed type II, IlIL and IV crypts,
according to Kudo* classification. Incisional biopsies were
performed in three separate polyps that were histologically
characterized as hyperplastic polyps (Fig. 2).

Triple-contrast computerized tomography (CT) of the
abdomen and pelvis revealed only a 5-cm polyp in the right
colon.

Our patient underwent total colectomy with video-assisted
ileo-rectal anastomosis, without complications and with good
postoperative evolution.

Macroscopically, 62 polypoid injuries were observed, some
of them pedunculated, measuring from 3mm to 6cm
(Fig. 3). The microscopic exam revealed hamartomatous
polyps compatible with Peutz-Jeghers syndrome, seen in both
hematoxylin-eosin and in Masson’s trichrome (Fig. 2).

Currently, the patient evacuates soft feces five times
a day and shows no fecal incontinence. There is an
ongoing investigation of the rest of the gastrointestinal
tract, in search of polyps and cancers associated with the
syndrome.

Discussion

Peutz-Jeghers syndrome (PJS) is characterized clinically by
the presence of multiple hamartomatous polyps in the

gastrointestinal tract, associated, in most cases, with mucocu-
taneous hyperpigmentation.’? This syndrome was originally
described in a Dutch family (Harrisburg) by Peutz in 1921.2°
After 28 years, the clinical presentation of the syndrome was
described by Jeghers.3

This is a rare autosomal dominant disease with
high penetrance.? The defect identified in patients with
PJS is a mutation in the gene LKB1/STK11, encoding a
serine-threonine kinase and located in the region 13° of the
short arm of chromosome 19.3 This gene regulates apoptosis,
thus the loss of its function is related to an unregulated cell
proliferation.®”

It is believed that a great genetic heterogeneity occurs
among patients with PJS.2 One study evaluated 33 patients
with PJS and showed that only 52% of them had a mutation in
the LKB1/STK11 gene, suggesting that about half of the cases
are not caused by mutation in this gene.?

Malignant degeneration of these injuries occurs only
rarely.” The patient described in this paper had no such hyper-
pigmentation and was unaware of such manifestation during
childhood.

In association with hyperpigmentation, the presence of
multiple hamartomatous polyps in the gastrointestinal tract
is mandatory; these polyps are characterized by a single cen-
tral bundle of smooth muscle fibers from muscularis mucosa,
with branches in a tree-shaped form and covered by normal
mucosa of the area.»?’/

In a study of 202 patients, 52 of them had their diagnosis
based on skin lesions, while in 150 others the diagnosis was
based on intestinal polyps.°

Approximately 25% of patients have no family history,
as was the case with our patient. In the absence of
mucocutaneous manifestations and of a family history, the
diagnostic confusion in the described case occurred because
the colonoscopy study suggested hyperplastic (type II crypts)
and adenomatous (crypts IIIL and IV) polyps, with a biopsy
showing hyperplastic features.

Histologically, hyperplastic features may be present on the
surface of any polyp, as shown in Fig. 2. Thus, to believe that
the endoscopic appearance, chromoendoscopy and incisional
biopsies will be sufficient for the diagnosis could, actually,
hinder its establishment.

The resulting information on the diagnostic method used
led the medical staff to think in a surgical treatment, sup-
posing a mixed hereditary polyposis with an associated
adenomatous component, besides the possibility of hyper-
plastic polyposis.

In the cited polyposes, colectomy is an option widely
regarded, because of a greater chance of polyp maligniza-
tion. Mixed adenomatous polyposes with an adenomatous
component must necessarily be treated by resective surgery,’
and hyperplastic polyposes can be treated both with a
short-term follow-up and with a prophylactic colectomy,
since their carcinogenesis is fast and can surprise interval
tumors.>?

Thus, total colectomy with ileum-rectum anastomosis in
the present case caused surprise with a definitive diagnosis of
hamartomatous polypomatosis of Peutz-Jegher, because with
the surgical specimen it was possible to complete the assess-
ment of polyps.
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Fig. 1 - Colonoscopy with more than 50 polyps scattered throughout the colon and rectum.

In 1987, Giardiello proposed, for the first time, criteria for
establishing the diagnosis of PJS. This author put in place three
points: family history consistent with autosomal dominant
inheritance, mucocutaneous hyperpigmentation and small
intestine polyposis.'°

Currently, the diagnosis of PJS is established by the
presence of three or more hamartomatous polyps already
characterized and histologically confirmed, or any number
of polyps in association with family history, or mucocuta-
neous hyperpigmentation in association with family history,
or even any number of polyps associated with a mucocu-
taneous manifestation.? Thus, the diagnosis of PJS may be
characterized for the patient described, which alone had 62
hamartomatous colonic polyps.

Even with the possibility of carrying out genetic tests to
identify the LBK1/STK11 gene, negative results do not exclude
the diagnosis, because not all of the genetic mechanisms
involved in this syndrome were discovered till now.®

Hamartomatous gastrointestinal polyps are predominant
in the small intestine.” A series of cases showed the fol-
lowing frequency of polyps: 64% in the small intestine, 53%
in the colon, 49% in the stomach, and 32% in the rectum.®
It is important to underscore that, initially, this growth
has not malignant potential, because hamartomas are com-
posed of elements of the gastrointestinal tract itself, but
with its architecture distorted.™ It is impossible to differen-
tiate endoscopically a characteristic hamartomatous polyp
in a case of SPJ from other polyps, requiring a microscopic
study.?

The polyps grow in the first decade of life, and most
patients become symptomatic between 10-30 years of age. In
a series of cases, the most common gastrointestinal symp-
toms were: obstruction caused by intussusception, or luminal
occlusion by polyps (43%), abdominal pain (23%), acute or
chronic rectal bleeding (14%) and polyp extrusion through rec-
tum (7%).° In up to 69% of patients intussusception will occur
during their life, and this problem is more common in the
small intestine.

Given the importance of the small intestine in the char-
acterization of the disease, our patient will be submitted, in
addition to the CT study already held, to an upper digestive
endoscopy and a study with an endoscopy capsule in search
of small polyps that were not identified in the previous laparo-
scopic surgery.

Peutz-Jeghers syndrome is associated with an
increased risk of gastrointestinal and non-gastrointestinal
malignancies.” A meta-analysis involving six studies and
210 patients showed a cumulative risk of 93% from 15 to 64
years for all types of malignancies. Thus, the relative risk of
an individual with SPJ to present neoplasia in any region,
compared with the general population, is up to 15 times
higher.'?

The most frequent neoplasm in patients with PJS is the
colonic tumor (57%), followed by breast (45%), pancreas (36%),
stomach (29%), ovary (21%), small intestine (13%) and uterus
(10%) tumors.?

Risks such as these justify the search, from childhood, for
small and large intestine polyps, with polypectomy for polyps
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Fig. 2 - Histological study: biopsy of polyp with hyperplastic aspect (1). Hamartomatous polyp (2 and 3). The white square
represents the hyperplastic component in a hamartomatous polyp. Masson trichrome staining showing muscle fiber bundle

-

Fig. 3 - Product of a total colectomy: 62 hamartomatous
polyps.

greater than 5mm.**'> The use of capsule endoscopy is con-
sidered as a good method for searching the small intestine.’®
Another less expensive but less sensitive option is the CT scan
with oral contrast.” The double-balloon enteroscopy is a great
option, when therapeutically associated; but this procedure is
too invasive for control or scanning procedures.?

In addition, a search for other cancers is deemed necessary,
although there is still no established consensus concern-
ing the periodicity and on what tests should be ordered.
Colonoscopy, endoscopy, CT scan, MRI or pancreatic ultra-
sound, chest X-ray, mammography and pelvic ultrasound in
women, testicular examination in men, and CA-19-9 and CA-
125 dosing are recommended.>8131819

In an uncomplicated disease, the recommendation is serial
polypectomy, double-balloon enteroscopy, or colonoscopy.
You can also make use of intraoperative enteroscopy, but with
the technological advancements this method is becoming less
and less suitable.” In cases in which the disease is complicated
with invagination, a partial bowel resection, or enterotomy
with polypectomy, will be needed.

If the patient studied was diagnosed with SPJ before
surgery, colectomy could have been more economical (seg-
mental colectomy for removal of the 6-cm right colon polyp
and cleaning of polyps with an intraoperative endoscopy).
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There is evidence that the removal of polyps prevents
emergency laparotomy and progression to neoplasia, and also
increases the time free of surgery.>?°

We still do not have a pharmacological treatment. Studies
suggest the role of chemoprophylaxis with use of rapamycin
or of a non-steroidal anti-inflammatory drug (because of the
strong activity of COX-2 in polyps).°

Final considerations

Non-adenomatous colonic polypoid syndromes are
not rare and are difficult to diagnose. Representative
polypectomies are required for diagnosis and therapeutic
management.
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