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Rezumat

Sindromul Peutz-Jeghers, descris pentru prima datd in
anul 1921 de citre Peutz si ulterior in anul 1949 de citre
Jeghers, reprezintd o afectiune relativ rard caracterizati
prin asocierea dintre tulburdri pigmentare cutaneo-
mucoase cu distributie specificd si multipli polipi colonici
hamartomatosi cu debut incd din primii 10 ani de viatd si
cu risc de degenerare maligni de 10-18 ori mai mare decit
in randul populatiei generale [1,2,3,4,5,6,7].

Pe plan clinic, sindromul Peutz-Jeghers este
caracterizat prin leziuni cutanate constituite din macule
pigmentare maronii-negricioase sau albdstrui similare
efelidelor distribuite predominant la nivelul extremititii
cefalice, precum si palmo-plantar si perianal, asociate cu
afectiuni gastrointestinale (polipi hamartomatosi gastro-
intestinali, ocluzii si invaginatii intestinale) si variate
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Summary

Peutz-Jeghers syndrome, first described in 1921 by
Peutz and later on, in 1949, by Jeghers, is a relatively rare
condition characterized by the association between
cutaneous-mucosal pigmentation alterations with a specific
distribution and multiple hamartomatous colonic polyps
with an onset during the first 10 years of life and with a 10-
18 times higher risk of malignant degeneration than that of
the general population [1,2,3,4,5,6,7].

Clinically, Peutz-Jeghers syndrome is characterized by
cutaneous lesions consisting of brown-black or bluish
pigmented macules similar to ephelides that are
predominantly distributed on the cephalic extremity, as
well as on the palmo-plantar and perianal regions, and are
associated with gastrointestinal disorders (gastrointestinal
hamartomatous polyps, occlusions and intestinal intus-
susceptions) and various neoplasms (digestive, thyroid,
breast, genital and lungs) [7].
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neoplazii (digestive, tiroidiene, mamare, genitale si
pulmonare) [7].

Tindnd cont de afectare pluriorganicd si riscul crescut
de complicatii severe, abordarea multidisciplinard a acestor
pacienti este esentiald pentru succesul terapeutic.

In cadrul lucrdrii de fatd prezentim cazul unui pacient
in vdrstd de 53 de ani care a solicitat consult dermatologic
pentru multiple macule pigmentare labiale de culoare
maroniu-negricioasd, afirmativ in evolutie din copildrie.
Anamnestic, pacientul a afirmat tullburdri de tranzit
intestinal de tip alternantd diaree-constipatie, astfel incit
pacientul a fost indreptat citre serviciul de chirurgie
generald, unde s-a practicat sigmoidectomie laparoscopicd
pentru multipli polipi cu aspect suspect descoperiti
colonoscopic. Examenul histopatologic al materialului
bioptic a stabilit diagnosticul de sindrom Peutz-Jeghers.

Cuvinte cheie: genodermatoze, sindrom Peutz-
Jeghers, polipoza colonicd.
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Taking into account the multiorgan involvement and
the increased risk of severe complications, the multi-
disciplinary approach of these patients is essential for
therapeutic success.

In the present paper we present the case of a 53-year-
old patient who requested a dermatological consultation for
multiple pigmented labial macules of brownish-black color,
affirmatively evolving since childhood. Anamnestically, the
patient stated irreqular bowel habits with diarrhea-
constipation alternations, so that the patient was referred to
the general surgery service, where a laparoscopic
sigmoidectomy was performed for multiple suspicious-
looking polyps that were discovered colonoscopically. The
histopathological examination of the biopsy material
established the diagnosis of Peutz-Jeghers syndrome.
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Introducere

Sindromul Peutz-Jeghers reprezintd o afec-
tiune cu determinism genetic cauzata in circa 90%
din cazuri de mutatii cu agregare familiald sau
sporadice, cu transmitere autosomal dominantd,
ale genei STK11/ LKB1 de la nivelul cromo-
zomului 19p13.3, care codificd serin/treonin-
kinaza 11, o enzimd supresoare tumorald cu rol
major in reglarea ciclului celular; pana in prezent
nu au fost identificate alte gene responsabile de
producerea afectiunii [12,13,14].

La nivel mondial s-a estimat o incidentd
variabild, intre 1:25.000-300.000 de nasteri, cu o
distributie relativ egald pe sexe si fdara pre-
dispozitii rasiale [1,2,3,5].

In ceea ce priveste etiopatogenia afectiunii, in
urma studiilor efectuate in randul pacientilor
diagnosticati cu sindromul Peutz-Jeghers s-a
remarcat faptul cd gena STK11/LKB1 codificd o
proteina ubicuitard cu rol supresor tumoral si de
reglare a unor enzime din familia kinazelor [5,12].
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Introduction

Peutz-Jeghers syndrome represents a disease
with genetic determinism, that is caused in about
90% of cases by familial or sporadic mutations
with autosomal dominant transmission of the
STK11/LKB1 gene located on chromosome
19p13.3, which encodes serine/threonine kinase
11, a tumor suppressor enzyme with a major role
in cell cycle regulation; to date, there haven’t
been identified other genes responsible for this
disorder [12,13,14].

Worldwide, a variable incidence between
1:25.000-300.000 births has been estimated, with a
relatively equal sex distribution and without
racial predispositions [1,2,3,5].

Regarding the etiopathogenesis of this con-
dition, following several studies conducted
among patients diagnosed with Peutz-Jeghers
syndrome, it was noted that the STK11/LKB1
gene encodes an ubiquitous protein with a tumor
suppressor role and also with a regulatory role
for some enzymes from the kinase family [5,12].
Thus, the overexpression of the STK1l1 gene




Astfel, supraexpresia genei STK11l determind
oprirea ciclului celular in faza G1, iar in probele
bioptice prelevate de la nivelul polipilor colonici
ai pacientilor cu sindrom Peutz-Jeghers s-a
evidentiat inactivarea alelei sdndtoase a genei
STK11 indiferent dacd leziunea studiatd era
benignd sau maligna [5,15,16]. Pe de alta parte, s-
au demonstrat interactiuni intre cdile supresoare
tumorale p53 si calea genei LKB1, care are functie
de reglare a kinazelor din familia protein-kinazei
activate de adenozin monofosfat, cu rol in
reglarea metabolismului celular si a raspunsului
celular la stres [5,15,16]. Date fiind penetranta si
expresivitatea fenotipica variabild, existd un
spectru larg de expresii clinice ale acestor mutatii
responsabile de aparitia maculelor cutanate
specifice afectiunii si a polipilor colonici, precum
si de tumorigeneza [5,15,16,17,18].

Din punct de vedere clinic, leziunile muco-
cutanate din sindromul Peutz-Jeghers debuteaza
frecvent pand la varsta de 5 ani si sunt repre-
zentate de macule pigmentare de culoare
maronie, negricioasa sau bleumarin, rotund-ova-
lare sau cu contur neregulat, de dimensiuni
variabile intre 1-5 mm, distribuite difuz la nivelul
extremitatii cefalice, Indeosebi pe mucoasa
bucald, labial, perioral si perinazal, dar si la nivel
palmo-plantar, unghial, perianal si pe mucoasa
intestinald in unele cazuri [5,12,13]. Leziunile
mucoasei bucale tind sa fie permanente, in timp
ce alte macule cutanate pot sd prezinta caracter
tranzitoriu, cu ameliorare sau disparitie completa
dupa adolescentd, desi au fost raportate si cazuri
rare cu debut la varsta adulta [5,12,13].

Polipii hamartomatosi gastrointestinali pato-
gnomonici afecteaza cel mai frecvent jejunul, se
formeazd adeseori in prima decadd de viatd,
devin simptomatici in circa 50% din cazuri pana
la varsta de 20-30 de ani si pot genera multiple
complicatii potential amenintatoare de viatd,
precum hemoragii gastrointestinale cronice cu
sindroame anemice sau invaginatii ale intesti-
nului subtire si obstructii intestinale repetitive ce
afecteazd pand la 70% dintre pacienti in intervalul
6-18 ani si se soldeaza cu rezectii intestinale
repetitive [5,7,12].

Complicatiile maligne ale sindromului Peutz-
Jeghers reprezintd o alta cauza de morbiditate si
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causes the cell cycle to stop in the G1 phase and it
was also observed that the healthy allele of the
STK11 gene was inactivated in biopsy samples
taken from colonic polyps of patients with Peutz-
Jeghers syndrome, regardless of whether the
studied lesion was benign or malignant [5,15,16].
On the other hand, it has been proved that there
are interactions between p53 tumor suppressor
pathways and the LKB1 gene pathway, which has
the function of regulating kinases of the
adenosine monophosphate-activated protein
kinase family, with a role in regulating cellular
metabolism and the cellular response to stress
[5,15,16]. Given the variable penetrance and
phenotypic expressivity, there is a wide spectrum
of clinical expressions of these mutations that are
responsible for the appearance of specific skin
macules and colonic polyps, as well as
tumorigenesis [5,15,16,17,18].

From a clinical point of view, the muco-
cutaneous lesions of Peutz-Jeghers syndrome
frequently have an onset before the age of 5 and
are represented by pigmented macules of brown,
blackish or dark blue color, of round-oval shape
or with an irregular outline, varying in size
between 1-5 mm, diffusely distributed on the
cephalic extremity, especially on the oral mucosa
and on the labial, perioral and perianal areas, but
also on the nails, palmo-plantar and perianal
regions and in some cases, on the intestinal
mucosa [5,12,13]. Oral mucosal lesions tend to
be permanent, while other skin macules may
be transient, with improvement or complete
disappearance after adolescence, although there
have also been reported rare cases with an onset
during adulthood [5,12,13].

Pathognomonic gastrointestinal hamartomat-
ous polyps most frequently affect the jejunum,
are often formed in the first decade of life,
become symptomatic in about 50% of cases by the
age of 20-30 years and can generate multiple
potentially life-threatening complications, such
as chronic gastrointestinal hemorrhages with
anemic syndromes or intussusceptions of the
small intestine and repetitive intestinal obstruc-
tions that affect up to 70% of patients between the
ages of 6-18 years, resulting in repetitive
intestinal resections [5,7,12].

The malignant complications of Peutz-
Jeghers syndrome represent another cause of
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mortalitate crescute In cadrul acestei categorii de
pacienti pentru care s-a estimat un risc de 81-93%
de transformare a polipilor in adenocarcinoame
gastrointestinale, cu mentiunea cd aproximativ
48% dintre cazurile de degenerare maligna tind
sd se producd pand la varsta de 57 de ani
[1,3,19,20]. Totodatd, sindromul Peutz-Jeghers
este asociat cu un risc crescut de tumori
pancreatice, carcinoame papilare tiroidiene,
cancer mamar, tumori genitale (cervicale, uterine,
ovariene, testiculare de tip Sertoli asociate cu
ginecomastie) si tumori pulmonare [1,2,3,4,5,6,7].

Caz clinic

In lucrarea de fatid prezentim cazul unui
pacient in varstd de 53 de ani, din mediul rural,
afirmativ cunoscut cu enterectomie segmentard
in jurul varstei de 30 de ani pentru polipoza
intestinald (nu prezintd documente doveditoare),
precum si cu hipertensiune arteriald esentiala
(TAs max = 160 mmHg) in tratament cu perin-
dopril/indapamida 5/1.25 mg 1 cp/zi, care a so-
licitat consult dermatologic pentru multiple
leziuni hiperpigmentare periorale si ale mucoasei
bucale afirmativ in evolutie din copildrie.

Pacientul neagd antecedentele heredoco-
laterale semnificative.

In privinta stilului de viata si regimului
igieno-dietetic, de retinut ca pacientul este
fumator (30 PA), consumd cafea si ocazional,
alcool si nu lucreaza in mediu toxic.

La examenul clinic dermatologic au fost
remarcate multiple macule maronii-negricioase
ovalare sau neregulate, bine delimitate, cu
dimensiuni intre 0.2-1 cm, localizate la nivelul
mucoasei bucale si labial, predominant afectand
buza inferioard (Figurile 1, 3, 4). La dermato-
scopie s-a observat o retea pigmentard relativ
omogend, cu zone mai palide ce prezinta
granulatii punctiforme si o regiune mai intens
coloratd periferica, cu multiple globule pigmen-
tare confluate (Figura 2).

La examenul clinic general s-a constatat
torace cifotic, murmur vezicular prezent bilateral,
indsprit, fard raluri, matitate cardiaca crescutd de
volum, zgomote cardiace ritmice, fara sufluri
valvulare, TA = 130/90 mmHg, AV = 68 bpm.
Examenul clinic al aparatului digestiv a evi-
dentiat cicatrice post-laparotomie mediand supld,
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increased morbidity and mortality in this
category of patients for which there has been
estimated an 81-93% risk of polyps transforming
into gastrointestinal adenocarcinomas, with the
mention that approximately 48% of cases of
malignant degeneration tend to occur by age 57
[1,3,19,20]. At the same time, Peutz-Jeghers
syndrome is associated with an increased risk of
pancreatic tumors, thyroid papillary carcinomas,
breast cancer, genital tumors (cervical, uterine,
ovarian, testicular Sertoli tumors associated with
gynecomastia) and lung tumors [1,2 ,3,4,5,6,7].

Clinical Case

In the current paper we present the case of a
53-year-old patient of rural provenience, affir-
matively known to have undergone segmental
enterectomy around the age of 30 for intestinal
polyposis (no supporting documents) and that is
suffering from essential hypertension (TAs max =
160 mmHg) in treatment with perindopril/-
indapamide 5/1.25 mg 1 cp/day, who requested
a dermatological consultation for multiple
hyperpigmented lesions of the perioral area and
oral mucosa, affirmatively evolving since
childhood.

The patient denies significant heredocol-
lateral history.

Regarding lifestyle and hygienic-dietary
regime, it should be noted that the patient is a
smoker (30 PY), consumes coffee and alcohol,
occasionally, and does not work in a toxic
environment.

Upon dermatological clinical examination,
there could be observed multiple oval or
irregular brownish-black well-defined macules
with sizes between 0.2 - 1 cm, located on the oral
mucosa and lips, predominantly affecting the
lower lip (figure 1,3,4). Dermoscopy revealed a
relatively homogeneous pigment network with
paler areas showing punctate granulations and a
more intensely colored peripheral region with
multiple confluent pigment globules (Figure 2).

The general clinical examination showed a
kyphotic thorax, a bilaterally present vesicular
murmur with a rough tonality and without rales,
an increased cardiac dullness, rhythmic heart
sounds without valvular murmurs, BP = 130/90
mmHg, AV = 68 bpm. The clinical examination of
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Figura 1, Figura 2 — Sindrom Peutz-Jeghers, aspect macroscopic (1) si dermatoscopic (2) - macule hiperpigmentare labiale
Figures 1 and 2. Peutz-Jeghers syndrome, macroscopic (1) and dermatoscopy (2) appearance - labial hyperpigmented

Figura 3, Figura 4 — Sindrom Peutz-Jeghers - macule hiperpigmentare labiale si ale mucoasei bucale
Figures 3 and 4. Peutz-Jeghers syndrome - hyperpigmented macules of the lips and oral mucosa

abdomen suplu, elastic, mobil cu respiratia,
discret dureros difuz spontan si la palpare
(accentuat in fosa iliacd stangd), afirmativ
tulburdri de tranzit intestinal de tip alternanta
diaree-constipatie cu predominanta constipatiei,
fara semne de iritatie peritoneald. In rest,
examenul clinic general a fost in limite normale.

In ceea ce priveste analizele de laborator,
hemoleucograma completa a evidentiat sindrom
biologic inflamator cu leucocitoza (10.650/pl)
fara modificarea formulei leucocitare si cu

the digestive system revealed a supple median
post-laparotomy scar, a supple and elastic
abdomen mobile with breathing, discreetly
painful both spontaneously and upon palpation
(diffusely and accentuated in the left iliac fossa),
affirmative irregular bowel habits with diarrhea-
constipation alternation with predominance of
constipation, and without signs of peritoneal
irritation. Otherwise, the general clinical exa-
mination was within normal limits.

Regarding laboratory analyses, the complete
blood count showed biological inflammatory
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accelerarea vitezei de sedimentare
a hematiilor (VSH 45 mm/h).

In urma efectuarii anamnezei
si a examenului clinic obiectiv, a
fost stabilit diagnosticul de pre-
zumtie de sindrom Peutz-Jeghers,
iar pacientul a fost iIndreptat
cdtre serviciul de chirurgie gene-
rald In vederea investigdrii clinico-
paraclinice si instituirii unui trata-
ment de specialitate.

Colonoscopia pana la valvula
ileo-cecald a evidentiat polipoza
colonicd cu aspect suspect de
degenerare malignd, astfel incat au
fost efectuate examen CT toraco-
abdominal si RMN pelvin cu sub-
stantd de contrast, prin inter-
mediul carora nu a fost elucidata

etlologla 1€Zlun110r decelate CO- Figura 5. Piesdid de Sigmuidectamie/

lonoscopic, insd au fost excluse alte
afectiuni evolutive organice.

Prin urmare, pacientului i s-a
propus o abordare terapeuticd

sectionatd — polipozd colonicd si

hipertrofia unor falduri ale mucoasei  which the etiology of the lesions

colonice la pacient cu sindrom
Peutz-Jeghers

syndrome  with leukocytosis
(10,650/ul) without changes in the
leukocyte formula and an accele-
rated erythrocyte sedimentation
rate (ESR 45 mm/h).

Following the anamnesis and
the objective clinical examination,
the presumptive diagnosis of
Peutz-Jeghers syndrome was
established, and the patient was
referred to the general surgery
service for clinical-paraclinical
investigation and establishment of
a specialized treatment.

Colonoscopy up to the ileocecal
valve revealed colonic polyposis
with an aspect suspicious of
malignant degeneration, so that a
thoracoabdominal CT examina-
tion and pelvic MRI with contrast
substance were performed, through

detected upon colonoscopy was
not elucidated, although other

chirurgicald la indicatia comisiei  Figure 5. Sectioned sigmoidectomy  pathologic alterations were excluded.

multidisciplinare formata din
medic oncolog, chirurg de chi-
rurgie generald si medic gastro-
enterolog. Pacientul a beneficiat de
rezectie sigmoidiand cu anasto-
mozad colorectald T-T laparoscopicd
(figura 5) fara incidente si accidente intra-
operatorii, cu o evolutie postoperatorie favo-
rabila si lipsitd de complicatii.

Examenul histopatologic al materialului
bioptic a confirmat diagnosticul de polipi
hamartomatosi in cadrul sindromului Peutz-
Jeghers (figurile 6, 7 si 8).

Pacientul s-a externat in curs de vindecare
chirurgicald, cu stare generald bund, echilibrat
hemodinamic si cardiorespirator, cu recoman-
darile de a opri fumatul si de a respecta un regim
igienodietetic hiposodat, hipolipidic si bogat in
fibre, de a consuma minim 2 litri de lichide/zi, de
a utiliza fotoprotectie permanentd, de a evita
expunerea la radiatii UV, intemperii si infectii
intercurente, traumatismele si stresul psiho-
emotional, precum si de a efectua reevaluare
periodicd dermatologicd, gastroenterologica si
chirurgicald.
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specimen — colonic polyposis and

hypertrophy of some folds of the

colonic mucosa in a patient with
Peutz-Jeghers syndrome

Therefore, the multidisciplinary
committee consisting of an onco-
logist, a general surgeon and a
gastroenterologist proposed a sur-
gical therapeutic to the patient. The
patient underwent laparoscopic sigmoid re-
section with T-T colorectal anastomosis (figure 5)
without intra-operative incidents and accidents,
and with a favorable postoperative evolution
lacking complications.

Histopathological examination of the
biopsy material confirmed the diagnosis of
hamartomatous polyps in Peutz-Jeghers
syndrome (images 6, 7 and 8).

The patient was discharged in surgical recovery,
hemodynamically and cardio-respiratory stable,
with a good physical condition and with
recommendations to stop smoking and to abide
by a low-sodium, hypolipidemic and fiber-rich
hygiene-dietary regime, to consume at least
2 liters of liquids/day, to use permanent photo-
protection, to avoid exposure to UV radiation,
adverse climatic conditions and intercurrent
infections, trauma and psycho-emotional stress,
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Figurile 6, 7 si 8. Aspect histopatologic de polip hamartomatos (hematoxilin-eozind)
Figures 6, 7 and 8. Histopathological aspect of hamartomatous polyp (hematoxylin-eosin)

Totodatd, pacientul a fost informat asupra
determinismului genetic, evolutiei si posibilelor
complicatii ale sindromului Peutz-Jeghers, mai
exact asupra faptului ca suferd de o afectiune
transmisibild la descendenti, cu evolutie cronics,
de o severitate variabild care se poate modifica
odatd cu naintarea in varsts, in unele cazuri fiind

as well as to perform periodic dermatological,
gastroenterological and surgical reevaluations.

At the same time, the patient was informed
about the genetic determinism, evolution and
possible complications of Peutz-Jeghers syn-
drome, more precisely about the fact that he
suffers from a disease that can be passed on to
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raportatd ameliorarea manifestarilor clinice, in
timp ce in alte cazuri a fost constatatd agravarea
bolii in timp si multiple complicatii oncologice
sau chirurgicale gastrointestinale. Prin urmare, s-
a recomandat testarea geneticd a pacientului,
ancheta familiald si testarea genetica a rudelor de
sange si recurgerea la sfat genetic in cazul
descendentilor ce doresc sd procreeze.

Discutii

Evaluarea paraclinicd a pacientilor suspecti
de sindrom Peutz-Jeghers include un set complet
de analize de laborator, testare genetica daca
aceasta este posibild, examen histopatologic al
probelor bioptice prelevate de la pacienti ori de
cate ori existd indicatie, precum si explorari
imagistice complexe efectuate periodic, adaptate
la simptomatologia si manifestirile clinice
individuale.

Examenul histopatologic al pieselor de
biopsie cutanatd prelevate de la pacientii cu
sindrom Peutz-Jeghers evidentiazd cresterea
melaninei din interiorul celulelor bazale si
inmultirea melanocitelor de la nivelul jonctiunii
dermoepidermice [1,4]. La examenul histo-
patologic al polipilor gastrointestinali se remarca
hiperplazia fibrelor musculare netede si model
arborizat de formare a polipilor spre stratul
epitelial, cu formare de insule epiteliale in stratul
muscular, asociatd frecvent cu edem inflamator
cronic al laminei proprii si depozite de mucina
eozinofild la nivelul glandelor dilatate chistic
[5,21,22,23].

Incepand cu varsta de 18 ani, este reco-
mandata efectuarea anuald a urmatoarelor
analize de laborator: hemoleucogramd, probe
hepatice si renale, ionogramd, sideremie, trans-
ferind, capacitatea totald de legare a fierului,
VSH, proteina C reactivd, markeri tumorali —
CEA, CA19-9 si CA125, precum si test de hemo-
ragii oculte [1,5].

Investigatiile imagistice recomandate pacien-
tilor cu sindrom Peutz-Jeghers includ endoscopie
digestiva superioard si inferioara la interval de 1-
3 ani Incepand cu varsta de 12 ani, enteroscopie
cu capsuld video la pacienti simptomatici fara
modificdri decelabile endoscopic, ecografie endo-
scopicd si/sau colangiopancreatografie-RMN la
fiecare 1-2 ani Incepand cu varsta de 25-30 de ani,
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offspring and has a chronic evolution of variable
severity that can change with age, with the
improvement of clinical manifestations having
been reported in some cases, while in other cases
it was found that the disease had aggravated over
time and multiple oncological or surgical
gastrointestinal complications had developed.
Therefore, genetic testing of the patient was
recommended, as well as family investigation,
genetic testing of blood relatives and genetic
counseling for descendents that desired to
procreate.

Discussions

The paraclinical evaluation of patients
suspected of Peutz-Jeghers syndrome includes a
complete set of laboratory tests, genetic testing if
possible, histopathological examination of biopsy
samples taken from patients upon indication, as
well as complex imaging studies performed
periodically, adapted to individual symptoma-
tology and clinical manifestations.

Histopathological examination of skin biopsy
specimens taken from patients with Peutz-
Jeghers syndrome reveals increased melanin
within the basal cells and proliferation of
melanocytes at the dermoepidermal junction
[1,4]. The histopathological examination of
gastrointestinal polyps shows hyperplasia of
smooth muscle fibers and a tree-like pattern of
polyp formation towards the epithelial layer,
with epithelial islands in the muscle layer,
frequently associated with chronic inflammatory
edema of the lamina propria and deposits of
eosinophilic mucin at the level of dilated cystic
glands [5,21,22,23].

Starting from the age of 18, it is recom-
mended to carry out the following laboratory
analyses annually: blood count, liver and kidney
samples, ionogram, sideremia, transferrin, total
iron binding capacity, ESR, C-reactive protein,
tumor markers - CEA, CA19- 9 and CA125, as
well as occult bleeding test [1,5].

Imaging investigations recommended for
patients with Peutz-Jeghers syndrome include
upper and lower gastrointestinal endoscopy
every 1-3 years starting at age 12, video capsule
enteroscopy in symptomatic patients without
endoscopically detectable changes, endoscopic




mamografie si/sau ecografie mamard la fiecare 1-

2 ani incepand cu varsta de 25 de ani, ecografie

transvaginald si test Babes-Papanicolau anuale

incepand cu varsta de 18 ani, ecografie testiculara
anuald incepand cu varsta de 10 ani, precum si
tomografie computerizatd toraco-abdominald
completatd de RMN pelvin cu substanta de
contrast si enterografie CT in cazuri selectate

[1,5,7].

Pentru stabilirea diagnosticului de sin-
dromul Peutz-Jeghers este necesar minim unul
dintre urmaétoarele criterii diagnostice stabilite de
WHO (World Health Organisation) [5,24]:

e minim 3 polipi Peutz-Jeghers confirmati
anatomopatologic;

e minim un polip hamartomatos confirmat
histopatologic asociat cu antecedente heredo-
colaterale de sindrom Peutz-Jeghers sau cu
leziuni cutaneo-mucoase patognomonice;

e leziuni cutaneomucoase patognomonice
asociate cu antecedente heredocolaterale de
sindrom Peutz-Jeghers.

In cazul pacientului prezentat, a fost inde-
plinit cel de-al doilea criteriu diagnostic WHO,
astfel incat a putut fi stabilit diagnosticul de
sindrom Peutz-Jeghers.

Diagnosticul diferential al sindromului
Peutz-Jeghers include polipoza juvenild fami-
liald, sindromul Cowden, sindromul Bannayan-
Riley Ruvalcaba si sindromul Laugier-Hunziker
[7,25].

Managementul sindromului Peutz-Jeghers
presupune reevaluare clinico-paraclinicd con-
form protocolului mentionat anterior si
colaborare interdisciplinard in vederea detectarii
precoce a complicatiilor maligne si/sau gastro-
intestinale acute.

In privinta regimului igieno-dietetic si
normelor de profilaxie, este indicatd evitarea
produselor care determina fotosensibilizare,
fotoprotectia permanentd cu fotoprotectoare cu
SPF 50 + impotriva radiatiilor ultraviolete de tip
UVA si UVB asociatd cu utilizarea palariilor cu
boruri largi, a ochelarilor cu lentile Intunecate si a
hainelor naturale, largi, care sd acopere cat mai
mult din suprafata corporald, chiar daca trans-
formarea leziunilor pigmentare cutaneo-mucoase
nu a fost raportatd in literatura de specialitate
[1,5,12].

DermatoVenerol. (Buc.), 68(2): 61-72

ultrasound and/or MR-cholangiopancreato-

graphy every 1-2 years starting at the age of

25-30, mammography and/or breast ultrasound

every 1-2 years starting at the age of 25,

transvaginal ultrasound and annual Babes-

Papanicolau test starting at the age of 18, annual

testicular ultrasound starting at the age of 10

years, as well as thoraco-abdominal computed

tomography completed by pelvic MRI with
contrast and CT enterography in selected cases

[1,5,7].

In order to establish the diagnosis of Peutz-
Jeghers syndrome, at least one of the following
diagnostic criteria established by WHO (World
Health Organization) is required [5,24]:

e at least 3 histopathologically-confirmed Peutz-
Jeghers polyps;

e at least one histopathologically-confirmed
hamartomatous polyp associated with
heredocollateral history of Peutz-Jeghers syn-
drome or pathognomonic cutaneo-mucosal
lesions;

e pathognomonic cutaneo-mucous lesions
associated with hereditary Peutz-Jeghers
syndrome.

In the case of the presented patient, the
second WHO diagnostic criteria was fulfilled, so
that the diagnosis of Peutz-Jeghers syndrome
could be established.

The differential diagnosis of Peutz-Jeghers
syndrome includes familial juvenile polyposis,
Cowden syndrome, Bannayan-Riley Ruvalcaba
syndrome, and Laugier-Hunziker syndrome
[7,25].

The management of Peutz-Jeghers syndrome
requires clinical-paraclinical reevaluation accord-
ing to the previously mentioned protocol and
interdisciplinary collaboration for the early detec-
tion of malignant and/or acute gastrointestinal
complications.

Regarding the hygienic-dietary regime and
the rules of prophylaxis, it is indicated to avoid
products that cause photosensitisation, the use of
permanent photoprotection with SPF 50 + photo-
protectors against UVA and UVB ultraviolet
radiation associated with wide-brimmed hats,
glasses with dark lenses and natural, wide
clothes, to cover as much of the body surface as
possible, even if the transformation of the
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Atitudinea terapeutica fatd de polipii gastro-
intestinali depinde de numadrul, dimensiunile,
localizarea si aspectul acestora si variaza de la
polipectomii endoscopice ale polipilor cu
dimensiuni pana la 1 cm, realizate in serviciul de
gastroenterologie sau de chirurgie generala,
respectiv pand la enterectomii segmentare pentru
polipi multipli, cu dimensiuni peste 1 c¢m si
aspect suspect macroscopic, realizate predo-
minant laparoscopic in serviciile de chirurgie
generald [3,26]. Tratamentul endoscopic al
polipozei colonice este preferat ori de cate ori este
posibil, datoritd caracterului minim invaziv, prin
intermediul cdruia se limiteazd complicatiile peri-
si postoperatorii [5,21]; un risc deloc neglijabil in
cazul laparotomiilor si rezectiilor intestinale
repetitive este reprezentat de sindromul aderen-
tial si formarea de bride care se pot complica cu
obstructii intestinale ce impun noi interventii
chirurgicale si noi enterectomii, iar in timp acesti
pacienti pot suferi de sindrom de intestin scurt
asociat cu malabsorbtie intestinald, dezechilibre
hidroelectrolitice si malnutritie protein-calorica.

Studii recente au raportat rezultate promi-
tatoare, cu reducerea dimensiunilor si numarului
polipilor gastrointestinali dupéd utilizarea inhibi-
torilor mTOR de tip rapamicind pe modele
experimentale animale cu mutatii STK11, precum
si a inhibitorilor ciclo-oxigenazei 2 de tip cele-
coxib atat pe modele experimentale animale cu
mutatii LKB-1, cét si in studii pe subiecti umani
[5,21].

Complicatiile gastrointestinale acute impun
tratament chirurgical de urgentd, iar compli-
catiile neoplazice beneficiaza de tratament
oncologic standard.

Sindromul Peutz-Jeghers reprezintd o afec-
tiune incurabild, cu o evolutie cronicd de o
severitate variabild, iar prognosticul acestor
pacienti depinde de severitatea manifestarilor
clinice, In cazurile grave fiind afectate semni-
ficativ calitatea vietii si speranta de viatd a
pacientilor, care pot suferi si de depresii.

In cazul pacientului prezentat se poate estima
un prognostic vital bun in absenta aparitiei unor
complicatii maligne sau gastrointestinale acute.

Concluzii

Sindromul Peutz-Jeghers reprezintd o geno-
dermatozd cu afectare pluriorganicd si cu risc
neoplazic crescut, astfel incat este obligatorie
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pigmented cutaneo-mucosal lesions has not been
reported in the specialized literature [1,5,12].

The therapeutic approach to gastrointestinal
polyps depends on their number, size, location
and appearance and varies from endoscopic
polypectomies of polyps up to 1 cm in size,
performed in the gastroenterology or general
surgery service, respectively to segmental
enterectomy for multiple polyps with dimensions
over 1 cm and suspicious macroscopic appea-
rance, performed predominantly laparo-
scopically in general surgery services [3,26].
Endoscopic treatment of colonic polyposis is
preferred whenever possible, due to its mini-
mally invasive nature, which limits peri- and
postoperative complications [5,21]; a non-
negligible risk in the case of repeated laparo-
tomies and intestinal resections is represented by
the adhesion-related disorder that can be
complicated by intestinal obstructions requiring
new surgical interventions and new enterecto-
mies, and over time these patients can suffer from
short bowel syndrome associated with intestinal
malabsorption, hydroelectrolytic imbalances and
protein-caloric malnutrition.

Recent studies have reported promising
results with reductions in the size and number of
gastrointestinal polyps after the use of mTOR
inhibitors like rapamycin in experimental animal
models with STK11 mutations, as well as cyclo-
oxygenase 2 inhibitors like celecoxib in both
experimental animal models with LKB-1
mutations, as well as in studies on human
subjects [5,21].

Acute gastrointestinal complications require
emergency surgical treatment, and neoplastic
complications benefit from standard oncological
treatment.

Peutz-Jeghers syndrome is an incurable
condition, with a chronic evolution of variable
severity, and the prognosis of these patients
depends on the severity of the clinical mani-
festations; in severe cases, the quality of life and
life expectancy of the patients, who may also
suffer from depression, are significantly affected.

In the case of the presented patient, a
good vital prognosis can be estimated in the
absence of malignant or acute gastrointestinal
complications.

Conclusions




supravegherea atentd, conform celor mai recente
protocoale internationale, a acestor pacienti si
colaborarea unei echipe multidisciplinare alca-
tuitd din genetician, dermatolog, internist,
gastroenterolog, chirurg de chirurgie generald,
ginecolog si urolog.

Dat fiind determinismul genetic al sindro-
mului Peutz-Jeghers, consilierea si testarea
geneticd prezintd o deosebitd importantd in
managementul acestor pacienti, avand scopul de
a explica informatii complexe cu privire la
riscurile genetice, metodele de investigare ana-
mnestica si clinico-paraclinicd, etapele stabilirii
diagnosticului si optiunile terapeutice, precum si
rolul de a oferi sprijin psiho-emotional si de a
directiona pacientii cdtre servicii medicale
moderne specializate In acest sens si adaptate
nevoilor individuale.

Cazul de fatd a fost prezentat datorita raritatii
bolii si particularitdtii debutului manifestarilor
gastrointestinale la o varstad naintatd fatd de
cea raportatd In mod uzual in literatura de
specialitate.
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