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Ce nu este, deocamdatd, cunoscut la subiectul abordat

Deocamdatd, nu se cunoaste cu exactitate ce volum de
solutie trebuie introdus intravenos preoperator, pentru a fa-
cilita intubarea, in cazul pacientilor cu flegmon al planseului
bucal.

Ipoteza de cercetare

Volumul de perfuzie intravenoasa cu solutii cristaloide, ad-
ministrate preoperator pacientilor cu flegmon al planseului
bucal, este sau nu asociat cu rata mai Tnalta de traheostomii.

Noutatea adusa literaturii stiintifice din domeniu

A fost demonstrat cd& momentul optim pentru intubarea
traheei la pacientii cu flegmon al planseului bucal este imediat
dupa administrarea a 5 ml/kg de solutii cristaloide, pe par-
cursul a 20-30 minute de la initierea terapiei lichidiene.

Vv . y

Rezumat

Introducere. Terapia lichidiand este indicata atat pentru
refacerea volemiei, corectarea dezechilibrelor acido-bazice
si ionice, in cazul deshidratdrii pacientilor cu procese infla-
matorii, cat si pentru profilaxia perturbarilor hidrice pe par-
cursul anesteziei si al interventiilor chirurgicale. Flegmonul
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What is not known yet, about the topic

Meanwhile, it is not known exactly how much periopera-
tive intravenous solution should be given to patients with
Ludwig’s angina, to facilitate intubation.

Research hypothesis

The amount of crystalloid intravenous solutions, adminis-
tered preoperatively to patients with Ludwig’s angina, is or is
not associated with higher incidence of tracheostomies.

Article’s added novelty on this scientific topic

It has been proved, that the optimal time for tracheal intu-
bation in patients with Ludwig’s angina is immediately after
administering 5 ml/kg of crystalloid solutions, over 20-30
minutes, since the intravenous fluid therapy has started.

v J

Abstract

Introduction. Fluid therapy is indicated both in the treat-
ment of hypovolemia and electrolyte or acid-base disorders,
due to dehydration of patients, suffering from inflammatory
processes, as well as to prevent fluid disturbances during an-
esthesia and surgical interventions. Ludwig’s angina is a rap-
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planseului bucal este o celulitd progresiva a planseului bucal.
Tn aceastd patologie, protejarea cailor aeriene este o conditie
esentiala.

Material si metode. Studiul s-a desfasurat in cadrul In-
stitutului de Medicind Urgentd, Catedra de chirurgie oro-ma-
xilo-faciala si implantologie orald ,,Arsenie Gutan” si Catedra
de anesteziologie si reanimatologie nr. 1 ,,Valeriu Ghereg”. In
studiu au fost inclusi 24 de pacienti cu varste cuprinse ntre
18 si 74 de ani. Perioada de studiu - noiembrie 2016 - august
2018. Pacientii au fost impartiti in 2 loturi de studiu (1) lotul
restrictiv - pacientilor li s-au perfuzat intravenos, inainte de
anestezie, 5 ml/kg fluide cristaloide, pe parcursul a 20-30 de
minute; (2) lotul liberal - pacientilor li s-au perfuzat intrave-
nos, inainte de anestezie, 30 ml/kg fluide cristaloide, pe par-
cursul a 2-3 ore.

Rezultate. La pacientii din lotul restrictiv (5 ml/kg, 20-30
min), gradul de deschidere al gurii nu se modifica (1,9 + 0,9
cm). La pacientii din lotul liberal (30 ml/kg), gradul de deschi-
dere al gurii s-a micsorat cu 1,5 £ 0,7 cm. Din lotul restrictiv,
11 pacienti au putut fi intubati, iar un pacient a necesitat tra-
heostomie. Din lotul liberal, au fost intubati 8, iar 4 pacienti
au necesitat traheotomie. Dupa perfuzie, modificarile locale,
identificate doar in lotul liberal, au fost de 0,4 cm la deschide-
rea gurii si de 8,1 cm2la aria edemului.

Concluzii. Pentru facilitarea intubdrii traheei bolnavilor cu
fiegmon al planseului bucal si pentru a minimaliza riscul ne-
cesitatii efectudrii unei interventii chirurgicale suplimentare,
se recomanda intubarea traheei imediat dupa administrarea
intravenoasa a 5 ml/kg de solutii cristaloide, pe parcursul a
20-30 de minute. Respectand nivelul minim necesar de hidra-
tare a pacientilor cu flegmon al planseului bucal, putem scurta
atat timpul de la internare pana la interventie, cat si timpul
operator.

Cuvinte cheie: intubare, flegmonul planseului bucal, tra-
heostomie, solutii cristaloide.

Introducere

Flegmonul planseului bucal este o urgentd vitald. Netra-
tat, pacientii decedeaza din cauza sepsisului sau din cauza
obstructiei cdilor aeriene. Tratamentul este strict chirurgical,
acompaniat de antibioticoterapie, repletie volemicad si alte
tratamente de suport vital, Tn conditii de terapie intensiva [1,
2]. Unul din aspectele mai rar abordate este posibilitatea de
asigurare a permeabilitatii cailor aeriene. Tn multe cazuri, in-
tubarea cu laringoscopul este imposibila. Traheostomia este o
altd extrema. Tntre aceste extreme, existd numeroase tehnici,
dispozitive si algoritmi de abordare a cailor aeriene dificile,
nsd, practic, niciuna dintre ele nu abordeaza pacientul cu fleg-
mon al planseului bucal. Toate tehnicile alternative de intuba-
re a traheei necesita conditii minime de vizibilitate, indiferent
cd se utilizeaza fibroscopul, bronhoscopul, videolaringoscopul
sau alte dispozitive.

Avand in vedere faptul cd tesuturile adiacente sunt edema-
tiate si foarte labile in sensul volumului, care poate obstruc-
tiona Tn orice moment calea aeriana pana la asfixie. Presupu-

Terapia preoperatorie la pacientii cufiegmon al planseului bucal

idly progressive cellulitis ofthe mouth floor. The protection of
the airways is essential in this condition.

Material and methods. The study was conducted within
the Institute of Emergency Medicine, at Chair of oro-maxil-
lofacial surgery and oral implantology "Arsenie Gutan” and
Chair of anesthesiology and intensive care no. 1 "Valeriu Gh-
ereg”. The study included 24 patients, aged between 18 and 74
years. The study was conducted in November 2016 - August
2018. Patients were divided into 2 study groups (1) the re-
strictive group - patients were given 5 ml/kg crystalloid fluids
intravenous before anesthesia, over 20-30 minutes; (2) the
liberal group - patients were given 30 ml/kg crystalloid fluids
intravenous before anesthesia, over 2-3 hours.

Results. In patients in the restrictive group (5 ml/kg, 20-
30 min), the degree of opening of the mouth does not change
(1.9 £ 0.9 cm). In patients in the liberal group (30 ml/kg), the
degree of opening of the mouth decreased by 1.5 £ 0.7 cm.
From the restrictive group, 11 patients could be intubated,
and one patient required a tracheostomy. Ofthe liberal group,
8 were intubated and 4 patients required a tracheotomy. Af-
ter infusion, local changes, identified only in the liberal group,
were 0.4 cm at the opening of the mouth and 8.1 cm2at the
area ofedema.

Conclusions. In order to facilitate the tracheal intubation
of patients with Ludwig"s angina and to minimize the risk for
subsequent surgery, is recommended an immediate tracheal
intubation after administration of 5 ml/kg crystalloid solu-
tions intravenous, over 20-30 minutes. Since the regulation of
the volemic depletion has started. By respecting the minimum
required hydration level in patients with Ludwig"s angina, we
can reduce both the period of hospital admission to surgical
intervention and the operating time.

Keywords: intubation, Ludwig’s angina, tracheostomy,
crystalloid solutions.

Introduction

Ludwig’s angina is a life-threatening emergency. If left
untreated, patients might die from sepsis or airway obstruc-
tion. The treatment is only a surgical one, followed by antibi-
otic therapy, volemic repletion and other life supporting treat-
ments within intensive care units [1, 2]. One ofthe less studied
issues is the possibility of providing airway permeability. In
many cases, endotracheal intubation via direct laryngoscopy
may be impossible. Tracheostomy is another extreme surgi-
cal procedure. Between these extremes, there is a series of
techniques, devices and algorithms relating to difficult airway
flow, but almost none of them refer to patients with Ludwig’s
angina. All the alternative tracheal intubation techniques re-
quire minimum visibility conditions, regardless of the used
device - microscope, bronchoscope, video laryngoscope and
others.

Considering that, the adjacenttissues are swollen and very
labile in terms of volume, a fact that might cause obstruction
of the airways or even asphyxia at any time, we assume that



Preoperative therapy in patients with Ludwig's angina

nem ca si regimurile de corectie volemica preoperatorie pot
influenta atat conditiile de securizare a cailor aeriene, cat si
prognosticul vital (evitarea asfixiei, hipoxemiei, hipercapniei
etc.).

Pe fundal de edem, se tulbura relatia Frank-Starling de
schimb de apa si ioni dintre microcirculatie si interstitiu, cu
atat mai mult, cu cat aceasta zona este extrem de vasculari-
zata.

In final, ne-am propus sa evaludm, tntr-un mini-studiu
comparativ, impactul asupra conditiilor locale, dar si esecul in-
tubdrii, cu conversie la traheostomie, a 2 regimuri de repletie
volemica preoperatorie: regimul restrictiv si regimul liberal.

Patologia a fost cel mai bine descrisa abia in anul 1836, de
Wilhelm Friedrich von Ludwig [3], ca fiind o afectiune infla-
matorie bilaterald a planseului bucal. Ludwig a avut ca obiect
de studiu 5 pacienti la care se dezvolta ,,induratie gangrenoa-
sd a tesutului gatului, care avanseaza in implicarea fesutu-
lui ce acopera muschii mici dintre laringe si planseul bucal”.
Autorul nota in studiul sdu o raspandire rapida a inflamatiei,
cu obstructie a cdilor aeriene, rezultand o ratd a mortalitatii
de 60%. Termenul de angina lui Ludwig (angina provine din
latinescul angina, ceea ce inseamna sufocare, iar Ludwig - In
cinstea celui care a descris-o pentru prima datd), introdus n
1837, 1i apartine lui Camerer. De-a lungul timpului s-aincercat
popularizarea, fara succes, insa, a altor denumiri ale acestei
patologii - morbus strangulatorius, angina maligna, Garraotillo,
n versiune spaniola [1, 4, 5].

Tn era preantibiotica, 50 la suté din pacientii cu aceasta pa-
tologie decedau. Astazi, rata mortalitatii este sub 10%. Mult
timp s-a considerat cd sepsisul era cauza deceselor. Mult mai
tarziu avea sd se demonstreze cd, de fapt, obstructia mecanica
a cailor respiratorii provoaca asfixierea urmata de deces. In
1942, Taffel si Harvey au avut succes in reducerea mortalitatii
pana la 2%, cand au reusit sa stabileasca in timp util diagnos-
ticul si au insistat asupra unui tratament chirurgical agresiv,
prin efectuarea unor incizii largi sublingual si submandibular,
care au permis fixarea bazei limbii intr-o pozitie antero-inferi-
oarda, Tndepartand astfel pericolul asfixierii [6].

Flegmonul difuz al planseului bucal reprezinta mai putin
de un procent in toate patologiile chirurgiei OMF. Tn cazul in
care patologia nu este tratatd, pacientii decedeaza in 100%
din cazuri [7]. Cuun plan de tratament bine stabilit, riscul de-
cesului In prezent este de 5% [8]. Extractiile dentare au fost
raportate ca un factor cauzal in 90% din cazuri. Tn 70-80% din
cazuri, suntincriminati dintii 7 si 8 inferiori. Cel mai des pato-
logia aceasta apare la barbatii cu varste cuprinse intre 20-60
de ani [8]. Mai mult de 50% prezintd o dezvoltare polimicro-
biana [9].

Morbiditatea preoperatorie poate fi legatd si de lichidele
administrate, atat calitativ, cat si cantitativ. Asigurarea nor-
movolemiei este esentiald, dar greu de realizat. Atat excesul
de lichide, cat si o cantitate insuficientd, sunt la fel de noci-
ve. Terapia lichidiana este indicata pentru refacerea volemiei,
in cazul deshidratarilor si a hemoragiilor, pentru corectarea
dezechilibrelor acido-bazice si ionice, dar si pentru profilaxia
perturbarilor hidrice pe durata anesteziei si a interventiilor
chirurgicale [10].
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preoperative volume correction regimen, might influence
both airway safety conditions and vital prognosis (in order to
avoid asphyxia, hypoxemia, hypercapnia etc.).

The underlying edema leads to a disturbance in the Frank-
Starling relationship of water and ion exchange between mi-
crocirculation and interstitial flow, especially due to an ex-
treme vascularization ofthis area.

Finally, this comparative study aims to assess the impact
on local conditions, as well as intubation failures, with conver-
sion to tracheostomy and 2 regimens of preoperative volemic
repletion: the restrictive and liberal regimen.

In 1836, Wilhelm Friedrich von Ludwig was the first who
best described this pathology as being a bilateral inflamma-
tory disorder ofthe mouth floor [3]. Ludwig conducted a study
on 5 patients, who were developing "gangrenous induration
of the neck tissue, which was involving the tissues that cover
the small muscles between the larynx and the buccal floor”.
The author observed a rapid spread ofinflammation, obstruc-
tion ofthe airways, resulting in a 60% mortality rate. The term
Ludwig’s angina (angina comes from the Latin word angina,
which means choking, and Ludwig, in honor ofthe researcher
who first described it), was introduced in 1837, by Camerer.
Over the time, there were unsuccessful attempts to name this
pathology otherwise - morbus stranguiatorius, angina malig-
na, Garrotiiio, a Spanish version [1, 4, 5].

The studies in the pre-antibiotic era, showed that the mor-
tality rate was 50 per houndred among patients, whereas to-
day, it is below 10%. It has long been considered that sepsis
was the cause of patient’s death. Much later, it would be prov-
en that, in fact, mechanical obstruction of the airflow causes
asphyxia followed by death. In 1942, Taffel and Harvey were
successful in reducing mortality up to 2%, when they man-
aged to establish a timely diagnosis and insisted on the ag-
gressive surgical treatment, by performing large sublingual
and submandibular incisions, which allowed placing the root
ofthe tongue in an anterior inferior position, thus avoiding the
risk of asphyxia [6].

Diffuse Ludwig’s angina accounts for less than one per-
cent of all the diseases of oral-maxillofacial surgery. If left un-
treated, the mortality rate is 100% among these patients [7].
Currently, a well-planned treatment might lower the risk of
death to 5% [8]. Dental extractions have been reported as a
causative factor in 90% of cases. In 70-80% of cases, the 7 and
8 lower teeth are involved. The disease commonly occurs in
men aged between 20-60 years [8]. More than 50% develop a
polymicrobial infection [9].

Preoperative morbidity may also be related to both quali-
tative and quantitative fluid administration. Normovolemia is
essential to be restored, although difficult to carry out. Both
excess fluid and insufficientamount are equally harmful. Fluid
therapy is indicated for volume depletion, in cases of dehydra-
tion and blood loss, as well as to correct electrolyte or acid-
base disorders, in order to prevent fluid disturbances during
anesthesia and surgical intervention [10].

Airway protection is a prerequisite for a successful out-
come. If patients are at risk of asphyxia, airway permeability
is provided [11]. Intubation is almost impossible in patients



Protejarea cailor aeriene este o conditie primordiald. Daca
pacientii prezinta un risc de asfixie, se asigurd permeabilitatea
cailor aeriene [11]. Intubarea este aproape imposibila in cazul
pacientilor care, din cauza edemului laringian sever, prezinta
deplasarea limbii spre palat si trismus [12, 13].

Tn aceste circumstante, traheostomia nu este recoman-
dabild, deoarece inciziile tesuturilor la acest nivel pot duce
la raspandirea supuratiei spre mediastin. Traheostomia este
indicatd atunci cand intubarea cu ajutorul bronhoscopului
este imposibila [14]. Deseori, traheostomia timpurie poate fi
optiunea cea mai sigurd pentru prevenirea obturatiei cdilor
respiratorii. Dacd pacientul prezintd semne de edem laringian
precum dispneea, traheostomia se va efectua la nivelul cel mai
inferior posibil, cat mai departe de procesul inflamator - in
regim de urgentd, pentru a-i salvaviata [14].

Printre dezavantajele traheostomiei pot fi enumerate re-
perele greu observabile din cauza edemului masiv si forma-
tiunile anatomice, distopate din cauza edemului, infectia ras-
pandita din cauza inciziei suplimentare. Procesul inflamator,
fiind chiar n zona traheostomiei, poate patrunde prin plaga
respectiva, provocand pneumonie. Stenoza traheald a fost ob-
servatd in 25 pana la 50% din cazuri la pacientii cu traheosto-
mie [15]. Intubarea nazald poate duce la hemoragie si ruperea
abcesului [16].

Material si metode

Design-ul studiului

Studiul este de tip prospectiv, experimental, randomizat.
Esantionarea aleatorie, simpld. Randomizarea a fost efectuatd
prin metoda plicurilor. Rata de alocare a fost de 1:1. Aviz po-
zitiv din partea Comitetului de Eticad a Cercetarii al USMF ,,Ni-
colae Testemitanu”, proces verbal nr. 9 din 14.11.2016. Tnainte
deinrolare, fiecare pacient a semnat acordul informat. Studiul
s-a desfasuratin perioada noiembrie 2016 - august 2018.

Participantii

Studiul a fost realizat la Institutul de Medicind Urgenta,
Catedra de chirurgie oro-maxilo-faciala si implantologie orald
»Arsenie Gutan” si la Catedra de anesteziologie si reanimatolo-
gie nr. 1,,Valeriu Ghereg”.Tn studiu au fost inclusi 24 pacienti,
cu varste Tntre 18 si 74 de ani. Pacientii au fost impartiti in 2
loturi de studiu:

m lotul restrictiv - pacientilor li s-a perfuzat intravenos,
Tnainte de anestezie, 5 ml/kg de fluide cristaloide, pe
parcursul a 20-30 de minute [17].

m lotul liberal - pacientilor li s-a perfuzat intravenos, Tha-
inte de anestezie, 30 ml/kg de fluide cristaloide, pe par-
cursul a 2-3 ore [18].

Criterii de includere 1n studiu:

m pacienti adulti, cu varsta egala sau mai mare de 18 ani;
m semnarea acordului informat de inrolare in studiu;

m pacienti cu diagnosticul de flegmon al planseului bucal.

Criterii de excludere din studiu:

m femeile gravide (pentru evitarea rasfrangerii consecinte-
lor asupra fatului);

m pacientii cu tumori (tabloul clinic al suprainfectarilor tu-
morale diferd de tabloul clinic clasic);

Terapia preoperatorie la pacientii cuflegmon al planseului bucal

who, due to severe laryngeal edema, show a displaced tongue
to the palate and trismus [12, 13].

Under these circumstances, tracheostomy is not recom-
mended, since the incisions on the tissues at this level might
cause a suppurative infection to the mediastinum. Tracheos-
tomy is indicated when intubation with a bronchoscope is
impossible [14]. Early tracheostomy may often turn out to be
the safest option to prevent airway obstruction. Ifthe patients
exhibit signs of laryngeal edema such as dyspnoea, then tra-
cheostomy should be performed at the lowest possible level
and, as far as possible, from the site of inflammatory activity,
in order to save the patient’s life [14].

The disadvantages ofthe tracheostomy include a list of dif-
ficult to observe landmarks as a result of massive edema and
distorted anatomical formations due to swelling, as well as the
spread of infection due to additional incisions. Tracheostomy
is carried out just at the site where the inflammatory process
occurs, thus the latter can penetrate through the wound and
cause pneumonia. Tracheal stenosis has been observed in 25
to 50% of cases in patients with tracheostomy [15]. Bleeding
and rupture of the abscess may occur due to nasal intubation
[16].

M aterial and methods

Study design

This is a prospective, experimental and randomized study.
Random, simple sampling. Randomization was performed by
the envelope method. The allocation rate was 1:1. The study
was based on the positive opinion ofthe Research Ethics Com-
mittee of the Nicoiae Testemitanu SUMPH, protocol no. 9, dat-
ed from 14.11. 2016. Prior to enrollment, each patient signed
the informed consent. The study ran during November 2016
- August 2018.

Participants
The study was conducted within the Institute of Emergen-
cy Medicine, at the Chair of oro-maxillofacial surgery and oral
implantology 'Arsenie Gutan” and the Chair of anesthesiology
and intensive care no. 1 "Valeriu Ghereg” The study included
24 patients, aged between 18 and 74 years.
Patients were divided into 2 study groups:
mrestrictive group - patients were given 5 ml/kg crystal-
loid fluids intravenous over 20-30 minutes, before the
anesthesia [17].
m the liberal group - patients were given 30 ml/kg crystal-
loid fluid intravenous, over 2-3 hours, before anesthesia
[18].
Criteriafor study inclusion:
m adult patients, aged 18 or greater;
mthe signed informed consent, for being enrolled in the
study;
m patients diagnosed with Ludwig’s angina.

Exclusion study criteria:

mpregnant women (to avoid any consequences on the fe-
tus);

m patients with tumors (the clinical features of tumor in-
fection differs from the classic clinical presentation);
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m bolnavii care suferd de diabet zaharat (extravazarea in
interstitiu poate fi mai intensa);

m bolnavii care prezintd patologii de coagulare (extravaza-
rea in interstitiu poate fi mai intensa);

m pacientii cu cirozad hepatica (in cazul aparitiei unor de-
compensari este necesar de schimbat tactica de trata-
ment);

m pacientii cu complicatii ale osteomielitelor (evolutia aces-
tor pacienti este diferitd de evolutia patologiei clasice);

m pacientii Tn cazul carora procesul inflamator a progresat
n afara limitelor planseului bucal (in asemenea situatii,
se va reveni asupra diagnosticului).

Tn prezenta echipei de anesteziologi si chirurgi oro-maxilo-

faciali, dupd doua tentative de intubare traheald nereusita cu
fibrobronhoscopul, s-a recurs la traheostomie.

Descriereaprocedurii de traheostomie

Dupa anestezia locald, s-a efectuat o incizie de 6 cm de la
cartilajul tiroid, urmatad de dilatarea plagii pe linia mediana,
cu incizarea istmului glandei tiroide. Lavizualizarea peretelui
anterior al traheei, s-a introdus n trahee 0,5 ml de sol. Dicaina
de 2%. Incizia in traheostomia medie se efectueazd intre ine-
lele 3-4. Tn orificiul format, s-a introdus tubul traheostomic.
Marginile plagii tequmentare au fost suturate.

Descrierea interventiei chirurgicale de drenare aflegmonului

Aceasta a constat dintr-o incizie unica, de la un gonion la
altul al mandibulei, interesand toate planurile anatomice pana
sub mucoasa planseului bucal. Prin aceasta incizie se patrun-
de n spatiile submandibulare bilateral, submentonier si lara-
dicina limbii. Tn cazul prezentei tesuturilor necrotice, acestea
se Tnlaturd. Drenajul se asigura cu ajutorul tuburilor de cau-
ciuc ciuruite, cate o pereche pentru fiecare spatiu.

Metodele de calculare a ariei edemului si a gradului de des-
chidere al gurii

Pentru determinarea ariei edemului, a fost marcata zona
edematiatd, s-au trasat linii paralele in interiorul limitelor,
impartind zona in triunghiuri, dreptunghiuri si patrate, ast-
fel simplificand calcularea ariei unei suprafete neregulate. Au
fost utilizate formulele de calculare a ariei pentru dreptunghi
si pentru triunghi, sumand rezultatele obtinute pentru a afla
aria edemului.

Avria dreptunghiului:

A=LXI

unde A - aria, L- latura mare, | - latura mica.
Calcularea ariei triunghiului:

unde A - aria, b - baza triunghiului, h - Tndltimea triun-
ghiului.

Gradul de deschidere a gurii a fost calculatin centimetri, de
la marginea incizald a incisivilor centrali de pe arcada superi-
oara, pana la marginea incizald a incisivilor centrali de pe ar-
cada inferioard, la deschiderea fortatd a gurii, fard a interveni
din exterior asupra sistemului stomatognat. Cotarea preope-
ratorie a dificultdtii cailor aeriene a fost efectuata prin prisma
scorului Mallampati din cauza edemului adiacent sever, care
distorsioneaza tabloul.

MIHS 21(4)/2019  [T]

m patients diagnosed with diabetes (more severe extrava-
sation into interstitial space);

m patients with coagulation disorders (more severe extra-
vasation into the interstitial space);

m patients with liver cirrhosis (in case of decompensated
cirrhosis, the treatment approach should be changed);

m patients with complications of osteomyelitis (the disease
evolution in these patients differs from the evolution ofa
classical disorder);

m patients in whom the inflammation has spread beyond
the limits of the oral floor (in these cases, the diagnosis
should be reconsidered);

In the presence of the team of anesthesiologists and oro-

maxillofacial surgeons, after two attempts of failed intubation
with the fibrobronchoscope, was used a tracheostomy.

The tracheostomy procedure

Under local anesthesia, a 6 cm incision is made at the thy-
roid cartilage, then the wound is widened on the midline, fol-
lowed by an incision ofthe isthmus ofthe thyroid gland. While
viewing the anterior tracheal wall, 0.5 ml of 2% Dicaine solu-
tion is introduced into the trachea. In milder tracheostomy a
transverse incision is made between the third and fourth tra-
cheal rings; the endotracheal tube is inserted into the orifice,
the wound edges are sutured.

The description ofsurgical drainage ofphlegmon

The surgical drainage is carried out via a single incision,
from one mandible gonion to another, involving all the ana-
tomical planes from up to down the mucosa of the oral floor,
then penetrating bilaterally into the submandibular, submen-
tal and sublingual spaces. Ifnecrotic tissues are present, these
are removed. Drainage is provided via a set of rubber suction
tubes, one pair for each space.

Techniquesfor determining the area ofedema and the degree
ofmouth opening

In order to measure the edema area, the edematous area
was marked, by tracing parallel lines within the boundaries
and dividing the area into triangles, rectangles and squares,
thus simplifying irregular surface area calculation. There were
used formulas for measuring the rectangle and triangle areas,
then summing up the obtained results in order to find out the
entire edema area.

Rectangle area formula:

where A- area, L- the larger side, | - the smaller side.
Triangle area formula:

where A- area, b - the triangle base, h - the triangle height.

The degree of mouth opening was calculated in centimeters,
from the incisal edge of the central incisors on the upper arch,
to the incisal edge of the central incisors on the lower arch,
upon a forced opening of the mouth, without a direct interfer-
ing on the stomatognathic system. The preoperative airway as-
sessment should be carried out via Mallampati score due to a
severe adjacent edema, which distorts the clinical features.



Parametrii inregistrati si analiza statistica

Au fostinregistrati urmatorii parametri: varsta, sexul, Tnal-
timea, masa corporald, volumul perfuzat, aria edemului, gra-
dul de deschidere a gurii, numarul de intubari ale traheei si
numarul de traheotomii. Valorile parametrilor au fost nume-
rizate Tn Excel. Datele sunt prezentate drept valori relative si
absolute (z devierea standard).

Rezultate

Relatiile dintre variabile sunt reflectate in Tabelul 1. Lotu-
rile de studiu au fost omogene din punctul de vedere al repar-
tizarii pe sexe, al masei corporale, Tnadltimii, varstei si al tablo-
ului clinic. Dupd randomizare, nu au fost pierderi de pacienti
din loturile de studiu (Figura 1).

Terapia preoperatorie la pacientii cuflegmon al planseului bucal

Registered parameters and statistical data

The following parameters were recorded: age, sex, height,
body mass, infused volume, edema area, degree of mouth
opening, number of tracheal intubations and number of tra-
cheostomies. Parameter values were digitized in Excel. Data
are presented as relative and absolute values (+ standard de-
viation).

Results

The relationships between the variables are reflected in Ta-
ble 1. The study groups were homogeneous in terms of gender,
body mass, height, age and clinical presentation. After random-
ization, no patient was lost in the study groups (Figure 1).

Fig. 1 Diagrama de flux CONSORT a pacientilor inrolati.
Fig. 1 CONSORTflow diagram of enrolled patients.
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Tabelul 1. Caracteristica generala a loturilor studiate.
Table 1. General characteristics of the study groups.
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Parametrul

Lotul restrictiv

Lotul liberal

Parameter Restrictive group Liberalgroup P
Varsta (ani) 39,7 £16,9 39,5 +£16,8 0,025 0,9806
Age (years)

Repartizarea pe sexe (b/f) 8/ 4 (66,7%) 9/ 3 (75%) 0,192 0,6614
Gender distribution (m/f)

Masa corporald (kg) 82,1 +10,1 82,6 +10 0,121 0,9046
Body weight (kg)

Tnéltimea (cm) 175,8 £ 6,7 1759 +6,8 0,014 0,9642
Height (cm)

Volumul perfuzat (ml) 435 +129 671 + 649 1,231 0,7261
Infused volume (ml)

Aria edemului pané la hidratare (cm2 63,5 +5,1 62,9 +5 0,318 0,7535
Edema area before hydration (cm3

Aria edemului dupa hidratare (cm2) 63,5 +5,1 71 +55 3,447 0,0023
Edema area after hydration (cm2

Gradul de deschidere al gurii pand la hidratare (cm) 1,9+0,9 19+1 0,051 0,9600
Degree ofmouth opening before hydration (cm)

Gradul de deschidere al gurii dup& hidratare (cm) 1,9+0,9 15+0,7 1,197 0,2442
Degree ofmouth opening after hydration (cm)

Cota pacientilor intubati / cu traheostomie 11/ 1 (92%) 8/ 4 (67%) 2,182 0,1397

The rate ofintubated patients/ with tracheostomy

Fig. 2 Dinamica tabloului clinic al loturilor dupa perfuzare.
Fig. 2 Clinical picture and dynamic in both groups after afluid repletion.

Tn urma acestor masuréri, a fost observat, ca dupa perfuzia
intravenoasa a solutiilor cristaloide, 5 ml/kg, pe parcursul a
20-30 de min., la pacientii din lotul restrictiv gradul de des-
chidere al gurii nu se modifica: 1,9 + 0,9 cm; la pacientii din
lotul liberal, cdrora li s-au administrat intravenos 30 ml/kg de
solutie perfuzabild, gradul de deschidere al gurii s-a micsorat
cu 1,5 + 0,7 cm (Figura 2). Din lotul restrictiv, 11 pacienti au
putut fi intubati, iar un pacient a necesitat traheostomie. Din
lotul liberal, au fost intubati 8,Tn timp ce 4 pacienti au necesi-
tat traheotomie.

Tabloul clinic al pacientilor din lotul restrictiv nu a prezen-
tat schimbari dupd perfuzare, prin urmare, nu au fost abateri
la acest lot. lar abaterea lotului liberal a fost de 0,4 cm la des-
chiderea gurii si 8,1 cm2la aria edemului.

Following these measurements, it was observed that after
intravenous infusion of crystalloid solutions, 5 ml/kg, during
20-30 min., in patients in the restricted group, the degree of
opening ofthe mouth does not change: 1.9 £ 0.9 cm; in patients
in the liberal group, who were administered intravenously 30
ml/kg sol., the degree of opening of the mouth decreased by
1.5 +0.7 cm (Figure 2). From the restrictive group, 11 patients
could be intubated and one patient required tracheostomy. Of
the liberal group, 8 were intubated, while 4 patients required
a tracheotomy.

The clinical picture of the patients from the restrictive
group, does not show any changes after a fluid therapy, there-
fore there are no deviations in this group, whereas the liberal
lot abatement accounts for 0.4 cm for mouth opening and 8.1
cm2for edema area.



Discutii

Studiul n cauza a avut anumite limitari metodologice, una
dintre care a fost numarul mic de pacienti, fapt ce reduce din
puterea statistica a calculelor. Fiind o patologie relativ rara,
acumularea unui numar mai mare de pacienti este dificild in
cazul studiilor monocentrice. Pe de altd parte, patologia data
se intalneste extrem de rar la pacientii din tdrile dezvoltate,
ceea ce face ca esantionul de studiu sa fie unul semnificativ,
din acest punct de vedere.

Pacientii cu procese inflamatorii sunt deshidratati, pe de
o0 parte, din cauza febrei si a pierderii de lichide prin transpi-
ratie, iar pe de alta parte, prin absenta poftei de mancare si a
setei din cauza alterarii starii generale.

La pacientii cu fiegmon al planseului bucal, actul degluti-
tiei, de regula, este unul dureros si dificil din cauza edemului
care comprima epiglota si radacina limbii, astfel facand im-
posibila hidratarea pe cale orala. Bacteremia sau septicemia
pot fi, adesea, complicatii ale flegmonului planseului bucal.
Cel mai frecvent, acesti pacienti nu pot fi supusi anesteziei si
interventiei chirurgicale fara aprecierea si normalizarea de-
pletiei volemice, Tntrucét pot surveni complicatiile specifice
socului hipovolemic sau socului septic.

Dupa corectia hipovolemiei, debitul cardiac devine normal
sau crescut. Cresterea debitului cardiac se datoreaza scaderii
rezistentei vasculare periferice si are drept scop mentinerea
perfuziei tisulare [19].

Solutiile cristaloide contin molecule cu greutate molecu-
larda mica. Capabile sa traverseze membranele semipermea-
bile rapid, ele se mentin in patul sangvin aproximativ 20-100
min., in functie de cantitatea si osmolaritatea lichidelor. La
hidratarea si dezintoxicarea pacientilor, prin administrarea
intravenoasa a solutiilor cristaloide, creste si edemul focarului
inflamator. Din rezultatele obtinute Tn urma studiului, obser-
vam cg, dupa 1-3 ore de administrare a solutiilor cristaloide,
edemul focarului inflamator creste si comprima si mai mult
cdile aeriene, agravand intubatia traheei, care devine, practic,
imposibild. Tn asemenea situatii, se recurge la menajarea cai-
lor aeriene superioare prin traheotomie.

Administrarea rapida intravenoasa a 5 ml/kg solutii cris-
taloide, pe parcursul a 20-30 min., creste valorile cardiace si
asigurd minimul necesar de hidratare a pacientului. Tn acest
interval de timp, extravazarea lichidului Tn spatiul interstitial
si focarul inflamator este minima.

Dupa reglarea depletiei volemice, unii pacienti pot raméane
hipotensivi si, astfel, devine necesar suportul vasopresor. In
studiul efectuat de LeDoux D. et al., cercetatorii demonstreaza
ca perfuzia tisulara este pastrata la valori ale presiunii arteri-
ale medii de 65 mmHg, mentinutd prin administrarea de no-
radrenalina [20].

Sansele ca un pacient sa poata fi intubat depind si de ta-
bloul clinic lamomentul adresarii. Tn cazul in care pacientii se
adreseaza cand patologia a ajuns Tntr-un stadiu avansat, trahe-
otomia devine inevitabila.

Concluzii

Pentru facilitarea intubdrii traheei bolnavilor cu flegmon al
planseului bucal si pentru a minimaliza riscul necesitatii unei

Terapia preoperatorie la pacientii cufiegmon al planseului bucal

Discussion

This study showed a few methodological limitations, in-
cluding a small number of patients, thus reducing the statistical
power of the measurements. Being a relatively rare disease, it
is difficult to enroll a larger number of patients within a mono-
centric study. On the other hand, this disorder is extremely rare
in patients from developed countries, which proves our study
sample to be a significant one.

Dehydration is particularly common in patients with in-
flammatory processes, on the one hand, due to fever and fluid
loss by sweating, and on the other hand due to loss of appetite
and thirst triggered by overall health condition.

As a rule, patients with Ludwig"s angina have difficulties in
swallowing, which is quite painful due to the edema that com-
presses the epiglottis and the tongue root, thus oral hydration is
impossible. The Ludwig"s angina might often lead to complica-
tions such as bacteremia or septicemia. Most commonly, these
patients cannot undergo anesthesia and surgery without a vol-
ume depletion assessment and management, since complica-
tions specific to hypovolemic shock or septic shock may occur.

The heart rate is normal or high after a hypovolemic cor-
rection. The increased cardiac output is due to a decreased
peripheral vascular resistance, aiming to maintain tissue per-
fusion [19].

The crystalloid solutions contain molecules of low mo-
lecular weight. These can rapidly cross the semi-permeable
membranes and remain in the bloodstream for approximately
20-100 min, depending on the fluid amount and osmolarity
The hydration and detoxification of the patients via intrave-
nous administration of crystalloid solutions, might increase
the swelling from the inflammatory site. The obtained study
results revealed that, over 1-3 hours of administration of
crystalloid solutions, the swelling of the inflammatory site in-
creases and further compresses the airways, thus worsening
the tracheal intubation, which becomes practically impossible.
In these cases, upper airway flow is restored by tracheostomy.

The rapid intravenous administration of 5 ml/kg crystal-
loid solutions over 20-30 min., increases the cardiac values
and provides the minimum water intake of the patient. Ex-
travasation of fluid in the interstitial space and at the inflam-
matory site is minimal.

Following volume depletion, some patients may develop hy-
potension, thus a vasopressor maintenance should be installed.
LeDoux D et al researchers studied and demonstrated that tis-
sue perfusion should be kept at mean blood pressure values of
65 mmHg, maintained with noradrenaline [20].

The opportunity to undergo a tracheal intubation also de-
pend on the clinical presentation at the time of patent’s refer-
ral. Ifthe patients refer in advanced disease stage, then trache-
ostomy is an inevitable procedure.

Conclusions

In order to facilitate the tracheal intubation of patients
with Ludwig"s angina and minimize the risk for subsequent
surgery, the immediate tracheal intubation is recommended
following intravenous administration of 5 ml/kg crystalloid
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interventii chirurgicale suplimentare, se recomanda intubarea
traheei imediat dupd administrarea inatravenos a 5 ml/kg de
solutii cristaloide, pe parcursul a 20-30 de min. dupa reple-
tia volemica. Respectand nivelul de hidratare minim necesar
al pacientilor cu flegmon al planseului bucal, se poate scurta
atat timpul de la internare pana la interventie, cat si timpul
operator propriu-zis.
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Ce nu este cunoscut, deocamdatd, la subiectul abordat

Pana in prezent, in cadrul Armatei Nationale a Republicii
Moldova, nu exista ajustari a estimarilor pierderilor generale
umane si sanitare probabile in conflictul militar contempo-
ran.

Ipoteza de cercetare

Estimarea pierderilor generale umane si sanitare proba-
bile in conflictul militar contemporan, ca element de baza in
procesul de planificare a sprijinului medical.

Noutatea adusa literaturii stiintifice din domeniu

Au fost determinati indicatorii de baza, cavolumul si struc-
tura pierderilor generale umane si sanitare, probabile in con-

\7ictul militar contemporan.

Rezumat

Introducere. Pierderile sanitare ale fortelor (trupelor) se
considera un element de baza in descrierea situatiei medica-
le, logistice, operativ-tactice. Scopul studiului este de a evalua
pierderile generale si sanitare in urma conflictelor militare
contemporane, in scopul optimizarii conceptului de sprijin
medical Tn operatie.

Material si metode. S-a efectuat un studiu retrospectiv. Au
fost evaluate mijloacele de distrugere utilizate Tn conflictele
militare contemporane, factorii lezanti ai acestora si pierderile
provocate de acestia.

Rezultate. Din septembrie 1945, pana in prezent, in lume
au avutloc 256 conflicte militare, care s-au soldat cu circa 10,5
min. decedati. Coeficientul decedati / raniti variaza de la 1:3,2
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What is not yet known yet, about the topic

So far, in the National Army of Republic of Moldova, there
are no adjustments to the estimates of probable general hu-
man and health losses in the contemporary military conflict.

Research hypothesis

Estimation of probable general human and health losses in
the contemporary military conflict, as a basic element in the
medical support planning process

Article’s added novelty on this scientific topic

Were determined the basic indicators, such as the volume
and structure of general human and health losses, likely in the
contemporary military conflict.

v )

Abstract

Introduction. The sanitary losses of the forces (troops)
are considered a basic element in the description of the medi-
cal, logistical, operative-tactical situation. The aim ofthe study
is to assess the general and health losses, following contem-
porary military conflicts, in order to optimize the concept of
medical supportin surgery.

Material and methods. It has been performed a retro-
spective study. There were evaluated contemporary means of
destruction, used in contemporary military conflicts, their le-
thal factors and caused losses.

Results. Since September 1945 till present, there occurred
256 military conflicts, which resulted in about 10.5 million
deaths. The coefficient of deaths / injured, varies from 1:3.2
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pani la 1:10,8. In structura pierderilor sanitare predomina
leziuni prin arma de foc: 42-62%; traume: 32-40%; leziuni
termice: 1,7-3,6%; combinate: 1,5-7,0%. Conform localizarii
anatomice, predomina leziuni in regiunea extremitatilor: 61-
75%; n regiunea capului: 12,4-25%; in regiunea cutiei toraci-
ce: 6,5-11,2%, in regiunea abdominala: 5,8-10,6%.

Concluzii. Tn pofida faptului, c& majoritatea operatiunilor
desfasurate lamomentul actual, sunt cu caracter de mentinere
a pacii, Tn faza activa sunt si alte tipuri de conflicte militare.
Mijloacele contemporane, utilizate in actiuni de luptd, provoa-
ca leziuni complicate, care necesita perfectionarea protecti-
ei individuale ale militarilor si din partea cadrelor medicale
cunoasterea profunda a acestor leziuni. Necesitd ajustarea
formelor si metodelor contemporane in sprijinul medical,
incepand cu campul de luptd, pana la recuperarea ranitilor /
bolnavilor.

Cuvinte cheie: conflict militar, mijloace de distrugere,
pierderi generale umane si sanitare, sprijin medical.

Introducere

Conflictul militar rdméane a fi o problema globald. Al doi-
lea Razboi Mondial, care a avut loc Tn perioada 1939-1945, a
provocat pierderi umane si materiale masive. Din unele surse,
circa 50 de milioane de decese au fostinregistrate, dintre care,
n jur de 70% a fost populatia civila.

Din septembrie 1945 si pand in prezent, in lume au avutloc
circa 200 de conflicte militare, care s-au soldat cu 10,5 milioa-
ne de decedati.

Actualmente, Tn faza activa sunt 43 de conflicte militare.

Luand Tn considerare, ca estimarea pierderilor sanitare
probabile este un element de baza Tn procesul de planificare
a sprijinului medical, s-a efectuat un studiu amplu, pentru a
determina indicatorii de baza (volumul si structura).

Material si metode

S-a efectuat un studiu retrospectiv, prin intermediul cari-
ua, s-au analizat mijloacele de nimicire utilizate Tn actiunile de
lupta si factorii lezanti ai acestora, organizarea si desfasurarea
sprijinului medical in conflictele militare din ultimii ani.

Accentul principal a fost pus pe compararea pierderilor
umane Tn urma diferitor conflicte armate, pentru determina-
rea pierderilor umane probabile. Ca materiale de studiu, au
fost utilizate datele istorice, publicatii, materialele conferin-
telor medico-militare internationale. Pentru studiu, analiza si
sinteza, s-au utilizat metodele: istorica, analitica si de compa-
rare.

Rezultate

Conflictul militar contemporan reprezintd un conflict, de
reguld, Tntre doud parti, cu un stat sau cu bloc militar si se ca-
racterizeaza prin:

m ducerea actiunilor de lupta cu fortele si mijloacele con-
form statelor de organizare pe timp de pace (sau mobili-
zarea partiald);

m localizarea limitatd a zonei de operatii;
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to 1:10.8. Within the structure of medical losses, there are
predominantly injuries from fire weapons: 42-62%; traumas:
32-40%, burnings: 1.7-3.6%; combined: 1.5-7.0%. Anatomi-
cally, prevail injuries in the extremities areas: 61-75%; in head
region: 12.4-25%; in chest region: 6.5-11.2%; in abdominal
region: 8.3-10.6%.

Conclusions. Despite the fact, that most of the operations
currently carried out in the world are peace-keeping, there
are other types of military conflicts in the active phase. Con-
temporary means, used in fighting actions, cause complicated
injuries, which requires improvement of individual protection
of soldiers and from the medical staff the profound knowledge
of these injuries. It requires the adjustment of contemporary
forms and methods in medical support, starting from the bat-
tlefield to full recovery ofthe wounded / sick.

Keywords: military conflict, means of destruction, inju-
ries, medical support, medical support.

Introduction

Military conflict remains a global issue. The Second World
War, which took place between 1939 and 1945, caused mas-
sive human and material losses. From some sources about 50
million deaths were recorded, of which around 70% were the
civilian population.

From September, 1945 to present, occurred around 200
military conflicts, with 10.5 million deaths.

Currently, there are 43 active military conflicts.

Considering that the estimation of probable health losses
is a basic element in the medical support planning process, an
extensive study was conducted to determine the basic indica-
tors (volume and structure).

M aterial and methods

Aretrospective study was carried out, analyzing the way of
military actions, the means of destruction used in military ac-
tions and their harmful factors, the organization and conduct
of medical support in military conflicts in recent years.

The main focus was on comparing casualties, following
various armed conflicts to determine casualty rate. Historical
data, publications, materials of international medical-military
conferences were used as study materials. For the study, anal-
ysis and synthesis were used: historical, analytical and com-
parative methods.

Results

The contemporary military conflict is usually a conflict be-
tween two parts, with a state or military block and is charac-
terized by:

m conducting military actions with the forces and means,
according to structures during peacetime (or partial mo-
bilization);

m the limited location ofthe operation area;

m lack of time set for conducting military actions from 6
days (Arabian-Israeli conflict since 1973) up to 8 years
(Iran-Iraqg conflict 1980-1988);



m lipsa timpului fixat ducerii actiunilor de luptd (de la 6
zile - in conflictul arabo-israelian din 1973 si pand la 8
ani, in conflictul dintre Iran si Irak, 1980-1988);

mintensitatea actiunilor de lupta in timpul conflictului va-
riaza, cu tendinta ciclicg;

mpopulatia civild a partilor beligerante este supusa riscu-
lui de actiune a factorilor lezanti si, ca urmare, de apari-
tie apierderilor colaterale.

Tn anii 70-80 ai secolului trecut, tendinta redusa pentru
utilizarea in conflictul armat a armamentului ,,nuclear” a dat
impulsul pentru dezvoltarea de arme puternice ,,de actiuni
obisnuite” cu dauna ecologica redusd, doar cu o putere di-
structiva ridicata.

Tn prezent, suplimentar laincarcétura ,,obisnuitd”: rachete-
le, bombele aeriene, minele, sunt incarcate adaugdtor cu ma-
teriale explozive multicomponente si numite ,,tandem”. Aces-
tea au efect mecanic puternic, termobaric si efect ,,cascada de
detonare”. Modernizarea armamentului usor de infanterie se
efectueaza pe calea cresterii puterii de nimicire si ratei de foc,
iar in rezultat s-a schimbat si caracterul leziunilor.

Utilizarea cartusului 5,56x45 din 1967 drept cartus-stan-
dard al Fortelor NATO, provoaca distrugere mai masiva a te-
suturilor si organelor prin majorarea canalului propriu-zis al
plagii.

Pierderile totale din punct de vederea al capacitatii de lup-
td se clasifica pe grupuri:

. Irecuperabile, care include:

1) decedati in luptad (DIL) - include toate cazurile de deces
pe timp de luptd, care au avut loc Tnainte ca ranitii sa
fie evacuati pana la prima formatiune medicald (punct
medical de batalion, detasament medical). Actualmen-
te, aproximativ 80% din grupa datd, decedeazad imediat
din cauza ranilor incompatibile cu viata. La numarul
DIL pot influenta diferiti factori: dotarea cu mijloace
de protectie individuald si colectiva, calitatea acordarii
primului ajutor, timpul necesar pentru scoaterea raniti-
lor de pe campul de lupta;

2) cazutin prizonierat;

3) disparuti Tn misiune.

Il. Pierderi sanitare - include 2 subgrupuri:

1) rdniti Tn luptd (RIL) - Tn urma actiunii factorilor lezanti

de lupta:

a) decedati Tn urma ranilor (DIR) - include raniti, dece-
dati la diferite etape de evacuare medicald si nu de-
pinde de timpul trecut de la momentul ranirii pana la
deces;

b) reintors in unitate (RIV);

¢) militari cu boala actinica.

2) raniti si bolnavi Tn afara luptei (RAL):

a) traumati;

b) bolnavi.

n primele zile ale conflictului militar, Tn structura pierde-
rilor sanitare, predomind ranitii in luptd. Cumajorarea perioa-
dei ducerii operatiei, se observa tendinta cresterii numarului
ranitilor / bolnavilor in afara luptei. Creste numarul de traume
n urma accidentelor rutiere si de bolnavi cu acutizarea pato-
logiilor cronice.

Pierderile in conflictul militar contemporan

mthe intensity of the military actions during the conflict
varies with a cyclic tendency;

m the civilian population of the belligerent parts to be sub-
ject to the risk of action of the injurious factors and as a
result ofthe appearance of collateral losses.

Inthe 70-80’s ofthe last century, the reduced tendency for
the use in armed conflict of the “nuclear” weaponry, gave the
impetus for the development of powerful "convention action”,
weapons with little ecological damage, only with a high de-
structive power.

Currently, in addition to the "ordinary” load rockets, air
bombs, mines; additionally loaded with so-called "tandem”
multicomponent explosive materials. These have a strong
mechanical effect, a thermobaric effect and a “detonation cas-
cade” effect. The modernization ofthe lightinfantry armament
is carried out on the way of increasing the power of destruc-
tion and speed of fire, as a result the character of the injuries
has changed.

The use of the 5,56x45 cartridge, from 1967, as the stan-
dard cartridge of the NATO Forces, causes more damage to
the tissues and organs, by increasing the actual channel of the
wound.

The total casualties from the point of view of the combat
capacity, are classified in groups:

. Irrecoverable, which includes:

1) killed in action (KIA) - Includes all death cases, which
took place during the battle time, before the wounded
were evacuated to the first medical formation (battal-
ion aid station, medical detachment). Atthis time about
80% from this group, dies immediately due to injuries
incompatible with life. Different factors can influence
the number of KIA: endowment with means of individ-
ual and collective protection, the quality of first aid, the
time needed to evacuate the wounded from the battle-
field;

2) fall as prisoners (FAP);

3) missing in action (MIA).

Il. Medical losses - includes 2 subgroups:

1) wounded in action (WIA) - caused by the action of in-
jury factors:

a) died from injuries (DFI) - includes injuries, deaths to
different stages of medical evacuation and does not
depend on the time elapsed from the time of injury to
death;

b) return to the unit (RTU);

c) soldiers with actinic disease.

2) Non-Battle wounds and injuries (NBI):

a) traumatized;

b) ill.

In the first days of the military conflict in the structure of
the health losses, wounded in battle are prevailing. With the
increase ofthe period of conducting the operation, is observed
tendency to increase the number of non-battle injuries. The
number of traumas increases as a result ofroad accidents and
patients with exacerbation of chronic pathologies.

Currently, there are proposals for discussions to classify
the health losses in two groups:
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Actualmente, sunt propuse pentru discutii de clasat pier-
derile sanitare pe doua grupe:

1) bolnavi cu patologii de profil chirurgical,

2) bolnavi cu patologii somatice.

Tn conflictele militare contemporane, se observa cresterea
numarului pierderilor colaterale din randurile populatiei civi-
le. Tn unele conflicte, s-au documentat cazuri de genocid (Ta-
belul 1si 2).

Un indicator important in descrierea pierderilor in con-
flictul militar este raportul decedati in lupta / raniti Tn lupta
(Tabelul 3). Laun decedatin formatiunile medicale revin 9 de-
cedati pe campul de lupta (Parker, 1986).

Utilizarea elicopterelor pentru evacuarea medicala reduce
semnificativ timpul de acordare a primului ajutor pe campul
de lupta, respectiv, sunt reduse si pierderile. Tn conflictul mi-
litar din Afganistan si Irak (2001-2011), aproximativ 40% din
raniti au fost evacuati pe calea aeriand. Timpul optimal pentru
evacuarea aeriana a fost revizuit de la 120 minute pana la 90
minute de la momentul ranirii. Tn comun cu utilizarea mijloa-
celor pentru asigurarea perfuziei per os, transfuzia sdngelui

Tabelul 1. Pierderi generale umane.
Table 1. General human losses.

Conflict militar Perioada
Military conflict Period
Rézboiul civil in China

1946-1949
Civil War in China
Conflictul militar din Korea
. . 1950-1953
Military conflictfrom Korea
Conflictul militar din Vietnam
. . . 1955-1975
Military conflictfrom Vietnam
Conflictul m.l.lltar Iranojlraklan 1980-1988
Iran-lraq military conflict
Rézboiul civil in Afganistan
1978-2002

Civil Warfrom Afghanistan

Tabelul 2. Pierderi in conflictele militare din Africa.
Table 2. Losses in military conflicts in Africa.

Conflict militar Perioada
Military conflict Period
Sudan 1963-1973
Sudan
Nigeria
o 1967-1970
Nigeria
Angola
1975-2002
Angola
Etiopia
. 1976-1991
Efiopia
Somalia
. 1981-1996
Somali
Sudan 1983-2002
Sudan
Liberia 1989-1996
Liberia
Kongo
1998-2001

Kongo
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1) patients with surgical pathologies;

2) patients with somatic pathologies.

In contemporary military conflicts, is observed the increase
in the number of collateral losses, among the civilian popula-
tion. In some conflicts, cases of genocide have been documented
(Tables 1and 2).

Animportantindicator, in describing casualties in the mili-
tary conflict, is the ratio ofkilled in action / wounded in action
(Table 3). At one death in the medical formations, there are 9
dead on the battlefield (Parker, 1986).

The use of helicopters for medical evacuation, significant-
ly reduces the time of first aid on the battlefield, respectively
are reduced losses. In the military conflictin Afghanistan and
Iraq (2001-2011) about 40% of the wounded, were evacu-
ated by air. The optimum time, for air medical evacuation, has
been revised from 120 minutes to 90 minutes from the time
of injury.

In common with the use of means to ensure intravenous
infusion and blood transfusion, the group O (I) Rh nega-
tive, during evacuation, significantly reduced the number of

Numarul decedati
Number ofdeaths

1200000
1254811
2097705
644500

562995

Decedati (mii)
Deaths (thousands)

% decedatilor Tn luptd
% ofdeaths in battle

250-270 3-8
500-2000 7-15
1500 11
1000-2000 2
250-350 19-27
2000 3
150-200 12-16
2500 6



Tabelul 3. Raportul decedati / raniti.
Table 3. Ratio ofdead/ injured.

Pierderile in conflictul militar contemporan

Ucraina Georgia Caucazul de Nord Afganistan Vietnam

Ukraine Georgia North Caucasus Afghanistan Vietnam
(2008) (1996-2001) (1979-1989) (1961-1975)

2014-2015

1735 1/ 4,7 (FR)

2016

1/5.1 1/3 1/3 1/5

501y 1/ 83 (G)

1/73

Tabelul 4. Structura pierderilor sanitare conform factorilor lezanti si modalitatea lor de actiune.
Table 4. The structure ofhealth losses according to the injuriousfactors and their mode of action.

e Afganistan Caucazul de Nord Afganistan, Irak Georgia
Caracterul ranirii . . .
Character ofiniur Afghanistan North Caucasus Afghanistan, Iraq Georgia
Jury (1979-1989) (1996-2001) (2001-2014) (2008)
Prin arma de foc
. 62,3 58,9/ 57,2 59,2 42,2
Firearm wounds
Traume
32,6 33,2/ 33,1 28,9 40,5
Trauma
Combustie
. 3,6 56/ 6,2 3,7 1,7
Burning
Combinat 15 2,41/ 35 82 7,0
Combined ' ' ' ' '
Tabelul 5. Structura pierderilor sanitare conform localizarii anatomice (%).
Table 5. Structure ofhealth losses by anatomical location (%).
Localizarea Vietnam Afganistan Caucazul de Nord Afganistan, lrak Georgia
Location Vietnam Afghanistan North Caucasus Afghanistan, Iraq Georgia
(1961-1975) (1979-1989) (1996-2001) (2001-2014) (2008)
Cap
14,0 12,4 32,8 21,0 25,4
Head
Gat 17 20 11 08
Neck ' : ' ) '
Coloana vertebrala
. 14 2,0 11 1,6 -
Spinal column
Cutie toracica
12,0 11,2 6,2 4,0 6,5
Thorax
Abdomen 10,9 10,6 7.8 6,0 58
Abdomen ' ' ' ' '
Membre superioare
. 24,0 38,5 22,0 27,3 27,9
Upper limbs
Membre inferioare
. 36,0 36,6 39,8 29,8 33,6
Lower limbs

grupa O(I) Rh negativ Tn timpul evacudrii a redus considerabil
numarul decedatilor. Structura pierderilor sanitare este legata
de modul ducerii actiunilor de lupta si a armamentului utilizat
(Tabelul 4).

n structura pierderilor sanitare predomina leziunile prin
arma de foc. Se observa tendinta micsorarii numarului ranitilor
cu leziuni prin gloante. Tn conflictul militar din Georgia (2008),
din randurile ranitilor din partea Fortelor Armate ale Federatiei
Ruse, numarul acestora nu a depasit cifra de 6%.

deaths. The structure of the medical losses is related to the
wav of conducting the combat actions and the used weapons

(Table 4).

Injury prevails in the structure of losses by fire weapons.

Is observed the tendency to decrease the number of injuries
with bullet injuries is observed. In the military conflict in
Georgia (2008) among the wounded, from the Armed Forces
of the Russian Federation, their number did not exceed the
6%.



The losses in the contemporary military conflict

Predomind leziuni in urma exploziilor de munitii. Tn con-
flictul militar din estul Ucrainei, 80% din numarul total al pier-
derilor umane, au fost provocate in urma utilizarii artileriei.
Tn conflictul militar din Caucazul de Nord, partile beligerante
au utilizat masiv aruncatoarele de flacari. Acestea au provocat
cresterea semnificativa a numarului ranitilor cu leziuni termi-
ce (5,6%-6,2%).

Analiza pierderilor sanitare, efectuatd Tn acest conflict,
a constatat ca 20% din toti decedatii ar fi putut supravietui,
daca la timp li se acorda ajutorul necesar pe campul de lupta.
Au murit din cauza socului traumatic si al hemoragiilor de la
20% pana la 40% din toti ranitii, decedati pe campul de lup-
ta. Pana la 13% dintre ranitii, sositi la punctul medical al regi-
mentului, au fostin stare grava Tn urma hemoragiilor masive,
fara aplicarea garoului hemostatic, iar 50% - cu fractura oase-
lor fard mobilizare.

n conflictele militare din Afganistan si lrak (2001-2014),
s-a constatat cresterea numarului ranitilor cu leziuni in urma
exploziei minelor (50%-60%).

n grupa ranitilor Tnafara luptei (RAL) predomina traume
in urma accidentelor rutiere (9%-20%). Se observa predomi-
narea RAL din randurile militarilor in termen (Caucazul de
Nord, Georgia), din cauza Tncélcarii tehnicii de securitate.

Totodatd, in conflictele militare au crescut si numarul mi-
litarilor cu stres de luptd (SDL). Tn timpul conflictului arabo-
israelian din 1973, la 100 de cazuri din pierderile sanitare, 40-
50 din cazuri au fost ,,traume psihice”.In perioada desfasurarii
operatiei ,,Furtund in pustiu” din 1991, patologia data a fost
inregistratd la 30% dintre militarii irakieni. Aproximativ 20%
din militarii din rAndurile Fortelor Armate ale SUA evacuati
din Teatrul de operatie, au avut tulburari psihice. Consecintele
tardive ale patologiei date sunt cunoscute ca ,,Sindromul viet-
namez”, ,,Sindromul golfului”, ,,Sindromul afganez”

n conflictul militar din Afganistan (1979-1989), Caucazul
de Nord, Georgia (2008) in structura pierderilor sanitare s-a
constatat raportul ofiteri / militari prin contract / militari in
termen - 20%:40%:40%.

Tn structura pierderilor sanitare, in toate conflictele milita-
re contemporane continud sa predomine leziuni ale extremi-
tatilor (Tabelul 5). Se observa cain urma dotarii militarilor cu
vesta de protectie, a dus la micsorarea numarului de leziuni in
regiunea cutiei toracice si a abdomenului pana la 4-6% (Afga-
nistan, Irak 2001-2014).

Datoritd actiunilor lunetistilor in conflictele militare, a
crescutnumarul leziunilorin regiunea capului - pana la 32,8%
(Caucazul de Nord).

Concluzii

Tn pofida faptului, c majoritatea din operatiunile desfasu-
rate Tn prezent sunt cu caracter de mentinere a pacii, in faza
activa se produc si alte tipuri de conflicte militare. Mijloacele
contemporane, utilizate Tn actiunile de lupta, provoaca leziuni
complicate, care necesita perfectionarea protectiei individua-
le, dotarea cu mijloace de protectie medicald individuald ale
militarilor, cat si cunoasterea profunda a acestor leziuni de
catre personalul medical. Este necesara ajustarea formelor
si metodelor contemporane in sprijinul medical, incepand pe
campul de lupta si pana la recuperarea ranitilor / bolnavilor.
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Injuries from ammunition explosions predominates. In the
military conflict in the Eastern Ukraine, 80% of the total num-
ber of losses, were caused by the use of artillery. In the mili-
tary conflict in the North Caucasus, the belligerent parts, mas-
sively used flame throwers. They caused a significantincrease
in the number of injuries with burns (5.6%-6.2%).

The analysis of losses, carried out in this conflict, found
that 20% of all deaths, could survive, if in time they were giv-
en the necessary medical care on the battlefield. From 20%
to 40% of all the wounded, who died on the battlefield, died
from traumatic shock and bleeding. Up to 13% ofthe wounded
arrived at the regiment’s medical point, were in severe condi-
tion following massive bleeding, without the application ofthe
hemostatic claw and 50% with bone fractures without mobi-
lization.

In the military conflict in Afghanistan and Iraq (2001-
2014), there was an increase in the number of wounded peo-
ple due to mine explosions (50%-60%).

In the group of non-battle injured, trauma prevails after
road accidents (9%-20%). Is observed the predominance of
NBI in the ranks ofthe soldiers in term (North Caucasus, Geor-
gia), due to the breach of security technique.

At the same time, the number of soldiers with combat
stress (CS), increased in military conflicts. During the Arabian-
Israeli conflict of 1973, in 100 cases of medical losses, 40-50
of the cases, were "mental traumas”. During the operation of
the “Desert Storm”, operation from 1991, this pathology was
registered in 30% of the Iraq military. About 20% of the mili-
tary in the USA Armed Forces, evacuated from the Operation
Theater, were mental disorders. The late consequences of this
pathology are known as "Vietnamese Syndrome”, “Gulf Syn-
drome”, "Afghan Syndrome”.

In the military conflict from Afghanistan (1979-1989), the
North Caucasus, Georgia (2008) in the structure oflosses, was
found the ratio of officers / military by contract/ soldiers in
term - 20%:40%:40%.

In the structure of medical losses, in all contemporary
military conflicts, injuries of the extremities continue to pre-
dominate (Table 5). Itis noticed that, as a result of equipping
the military with the protective vest, it reduced the number of
injuries in the chest area and abdomen to 4-6% (Afghanistan,
Iraq 2001-2014).

Due to the actions of the sniper in military conflicts, the
number of injuries in the head region increased to 32.8%
(North Caucasus).

Conclusions

Despite the fact, that most of the operations currently car-
ried out in the world are peacekeeping, in the active phase
there are other types of military conflicts. The contemporary
means used in combat actions, causes complicated injuries,
which requires the improvement of the individual protection
ofthe military, as well, as the deep knowledge ofthese injuries
by the medical personnel. Itis necessary to adjust the contem-
porary forms and methods in the medical support, starting
from the battlefield, until the recovery of the wounded / sick.
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S
Ce nu este cunoscut, deocamdata, la subiectul abordat

Evaluarea unor factori medico-sociali, care fac parte din
parametrii calitatii vieii copiilor cu anomalii dento-maxilare
din Republica Moldova, prin aprecierea nivelului de disfunctie,
disconfort si incapacitate.

Ipoteza de cercetare

Descrierea aspectelor medico-sociale si determinarea im-
pactului psihologic la pacientii cu anomalii dento-maxilare
asupra calitatii vietii.

Noutatea adusa literaturii stiintifice din domeniu

In baza analizei datelor obtinute n studiul respectiv,
putem aprecia gradul impactului medico-social al anomalii-
lor dento-maxilare asupra calitatii vietii la copii, in functie de
care putem determina anumite obiective de imbunatétire a
calitdtii vietii.

Rezumat

Introducere. Evaluarea impactului sanatatii orale la paci-
entii cu anomalii dento-maxilare, si anume evaluarea factori-
lor psihologici (afectivitatea, personalitatea, dispozitia, senti-
mentul) care suntin scopul aprecierii unor masuri compresi-
ve a disfunctiei, discomfortului si incapacitatii auto-raportate
atribuite afectiunilor orale. Studiul respectiv a implicat identi-
ficarea unui model conceptual, obtinand apoi o serie vasta de
intrebari si ponderi numerice asociate, care au putut fi com-
binate pentru a crea scoruri sub-scalare, ce reflectd frecven-
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What is not known yet, about the topic

The assessment of several medical-social factors that are
part of the life quality parameters of children with dento-max-
illary abnormalities in the Republic of Moldova by the evalua-
tion of the level of dysfunction, discomfort and disability.

Research hypothesis

Description of medical-social aspects and determination of
psychological impact in patients with dento-maxillary abnor-
malities on the quality of life.

Article’s added novelty on the scientific topic

Based on the analysis of the data obtained in this study,
we can evaluate the degree of medical-social impact of den-
to-maxillary abnormalities on the quality of life in children,
according to which we can determine certain goals for impro-
ving their life quality.

Abstract

Introduction. Assessment of the impact of oral health in
patients with dental-maxillary abnormalities, namely the as-
sessment of psychological factors (affectivity, personality,
mood, feelings), which are aimed at comprehensively measur-
ing the level of dysfunction, discomfort and self-reported dis-
ability. The study involved identifying a conceptual model that
defines relevant dimensions of the impact, and assessments
that were combined to create sub-scalar scores. For a more
explicit evaluation of the psychological impact, we have set
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ta si severitatea fiecarui impact. Scopul studiului a constat in
evaluarea nivelului de disfunctie, disconfort si incapacitate, ce
pare a corespunde cu starile clinice, descrierea unor aspecte
medico-sociale si determinarea impactului psihologic la paci-
entii cu anomalii dento-maxilare asupra calitatii vietii copiilor.

Material si metode. In studiul intentat a fost inclus un
esantion conventional alcatuit din 151 de pacienti ortodontici,
in scopul identificdrii afirmatiilor despre impactul psihologic,
care au completat chestionarul. Structura chestionarului con-
sta din 49 de Tntrebari. Pentru a evidentia impacturile adverse
ale afectiunilor orale, a fostindeplinit studiul tarnsversal, care
a permis descrierea unor aspecte medico-sociale si determi-
narea impactului psihologic la copii cu anomalii dento-maxila-
re asupra sanatatii orale si calitatii vietii copiilor.

Rezultate. Conform criteriilor de includere n cercetare si
obtinerea acordului de participare in studiu copii inclusi au
avut varsta medie de 16,8+1,1 ani (limita inferioard - 14 ani
si limita superioard - 18 ani). Intrebarile care au fost folosite
n chestionar, au demonstrat nivelele de disfunctie, disconfort
si incapacitate ce corespunde cu stdrile clinice si accesul la Tn-
grijirea stomatologica. Rezultatele au demonstrat anumite di-
ferente subtile la dimensiunile conceptuale ale impactului ca
limitata functionald si incapacitate fizicad. Impactul psihologic
asupra respondentilor s-a manifestat cu diverse rate, ca exem-
plu in problemele dentare (rn=0,689), urmat de simtul de in-
confortabiltate (rn=0,667) si simtul de tensionare (rn=0,625).
n evaluarea incapacitatilor psihologice, s-a manifestat cu cel
mai mare impact - supdraciunea (afectivitatea) (rn= 0,613),
pe locul Il - stanjenirea (rn=0,603) si pe locul 11l - simtul de
deprimare (rn=0,674). La fel si afectiunile cavitatii bucale au
un impact asupra incapacitatii sociale. Aici pe locul | s-a plasat
iritarea in discutie cu alte persoane (rn= 0,510), pe locul Il -
dificultati in Tndeplinirea activitatilor zilnice (rn=0,479) si pe
locul 111 - toleranta scazuta fata de familie (rn=0,453).

Concluzie. Tn baza analizei datelor obtinute in studiul re-
spectiv putem aprecia gradul impactului medico-social al ano-
maliilor dento-maxilare asupra calitafii vietii la copii, in func-
tie de care putem determina anumite obiective de ameliorare
a calitatii vietii.

Cuvinte cheie: impact, factorii psihologici, anomalii den-
to-maxilare.

Introducere

Lucrarea respectiva abordeaza unul din obiectivele orto-
dontiei, ca evaluarea impactului sanatatii orale la pacientii cu
anomalii dento-maxilare si anume evaluarea factorilor psiho-
logici (afectivitatea, personalitatea, dispozitia, sentimentul)
care sunt in scopul aprecierii unor masuri compresive a dis-
functiei, disconfortului si incapacitatii auto-raportate atribu-
ite afectiunilor orale si se ocupa de Tnrautdtirea calitatii vietii
si de dimensiunile statutului functional (social, psihologic si
fizic) care fac parte din cele sapte parametri ale calitdtii vietii
[1,2, 3]. Elaborarea protocolului a urmat niste abordari folosi-
te Tn setdrile generale de sdnatate pentru apreciera impactului

Calitatea vietii copiilor cu anomalii dento-maxilare

out some goals that describe the studied psychological factors.
The purpose of the study was to assess the level of dysfunc-
tion, discomfort and disability that seems to correspond to the
clinical conditions, to describe some medical-social aspects
and to determine the psychological impact in patients with
dento-maxillary abnormalities on the quality of life.

Material and methods. In the study, a conventional
sample of 151 orthodontic patients was included in order to
register the statements regarding the psychological impact,
based on a questionnaire. The questionnaire consisted of 49
questions. To highlight the adverse impacts of oral diseases, a
transversal study was conducted which allowed the descrip-
tion of medical and social aspects and the determination ofthe
psychological impact in children with dento-maxillary abnor-
malities on their oral health and quality of life.

Results. According to the inclusion criteria in the research
and after obtaining the participation consent, the enrolled
children were on average of 16.8+1.1 years of age (lower limit
- 14 years and upper limit - 18 years). The cross-sectional re-
search that was used via the questionnaire showed the levels
of dysfunction, discomfort and disability that correspond to
clinical conditions and the access to dental care. At this de-
scriptive level, the results demonstrated some subtle differ-
ences to the conceptual dimensions ofthe impact, in regard to
functional limitation and physical disability. The psychological
impact on respondents was manifested at varying rates, as an
example - in dental problems (rn=0.689), followed by sense
ofdiscomfort (rn=0.667) and feeling tense (rn=0.625). In the
assessment of psychological disabilities, the greatest impact
was manifested by - affection (affectivity) (rn=0,613), second
place - embarrassment (rn=0,603) and third place - depres-
sion (rn=0,674). At the same time, oral cavity status has an
impact on social disability. Onthe first place, there was the feel-
ing irritation towards other people (rn=0.510), second place -
difficulties in performing daily activities (rn=0.479) and third
place - low tolerance level towards family (rn=0.453).

Conclusions. Based on the analysis of the data obtained
in this study, we can assess the degree of medical-social im-
pact of dento-maxillary abnormalities on the quality of life in
children, on which we can determine certain goals for the im-
provement of their life quality.

Keywords: impact, psychological factors, dento-maxillary
abnormalities.

Introduction

This study addresses one ofthe objectives of orthodontics,
namely the assessment of the impact of oral health in patients
with dento-maxillary abnormalities, namely the assessment of
psychological factors (affectivity, personality, mood, feelings),
which are aimed at assessing comprehensive measures of dys-
function, discomfort and self-reported disability attributed to
oral conditions and are linked with the worsening ofthe qual-
ity of life and the dimensions of the functional status (social,
psychological and physical) that are part of the seven param-
eters of the life quality [1, 2, 3]. The development of OHIP has
followed some approaches used in general health settings to
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asistentei medicale asupra bunastarii functionale si sociale.
Abordarea a implicat identificarea unui model conceptual,
care a definit dimensiuni relevante ale impactului, obtinand
apoi o serie vasta de intrebari si ponderi numerice asociate,
care au putut fi combinate pentru a crea scoruri sub-scalare ce
reflectd frecventa si severitatea fiecarui impact [1, 4]. Pentru
evaluarea mai explicitd a determinarii impactului psihologic
ne-am trasat anumite obiective, ce reprezinta descrierea fac-
torilor psihologici studiati.

Notiunea psihologica de afectivitate este unul din factori,
ca actiunea, care se referd la totalitatea modalitatilor trairilor
subiective ale Tnsusirilor lumii reale fata de nevoile si motivele
activitdtii individuale Tn concordanta lor sociala.

Afectivitatea coloreaza intreaga noastra viata psihica. Din
aceste motive, ea este considerata, mai degraba, un aspect fun-
damental al psihicului. O altd notiune psihologica care implica
ansamblul tuturor proceselor psihice intr-o integrare comple-
x&, dinamica si armonioasa. Tn cadrul personalitatii, diversele
functii si procese psihice nu sunt juxtapuse, ci fuzionale intre
ele, cu largi si multiple interferente, realizind un tot unic functi-
onal. Personalitatea dd mdsura individului, ea fiind cel mai bine
reprezentata de stilul fiecdrei persoane, de amprenta particula-
rd pe care un om o lasd In toate manifestarile sale [5, 6, 7].

De fapt, personalitatea exprima ansamblul caracteristi-
cilor temperamentale, caracteriale si emotionale ale fiecarei
persoane, carezultat al interactiunii dinamice dintre primul si
al doilea sistem de semnalizare, determinind atitudinea liber-
constienta fata de lume si propria persoana [8, 9-12].

Tn conceptul lui Freud, personalitatea este ca un iceber in
sensul, ca experimentele constiente sunt situate deasupra su-
prafetei apei, in timp ce subconstientul, impulsurile si pasiuni-
le primitive sunt situate sub nivelul apei, aceasta zona exercit-
ind o largd influentd asupra reactiilor subiectului. Personalita-
tea copilului este una complexa, contradictorie, cu o dinamica
rapida si extrem de influentd de mediu (colegi, prieteni, pro-
fesori, parinti). Personalitatea umana, cu diversele ei nuante
individuale, determinate de sistemul nervos si educatie, se afla
in continua orientare adaptiva sub influenta interdependentei
factorilor biologici si sociali [6, 7, 10].

Un alt factor al vietii psihice este dispozitia determinata
de fluxul stimul@rilor extero-, proprio- si intero-ceptive subli-
minare nivelului de integrare corticald constientd. Dispozitia
poate fi considerata un adevarat seismograf al homeostaziei
organismului [11].

Emotiile exprimd modalitatile firesti ale proceselor de
constiinta si ale activitatii psihice, cu reflectare directd asupra
homeostaziei neuro-endocrino-umorale. Prin continutul lor,
adesea violent, prin efectele lor, adesea tulburdtoare si dezor-
ganizate asupra comportarii, emotiile exprima dispozitia Tn-
tregului organism. Emotia constitue modalitatea psiho-fizio-
logica a trairilor subiective primare. Ea se caracterizeaza prin
bruschetea aparitiei, fiind intodeauna generata de un stimul
imediat. Emotiile au un puternic corespondent somatic, evi-
dentiabil prin masiva participare a sistemului neuro-vegetativ
si endocrin. Din categoria emotiilor, fac parte comportamente
primare ca frica, bucuria, supdrarea, incomoditatea, ceia ce

MIHS 21(4)/2019  [2T]

assess the impact of healthcare on functional and social well-
being. The approach involved identifying a conceptual model
that defined relevant impact dimensions, then obtaining a
broad range of associated questions and numerical coeffi-
cients that could be combined to create sub-scalar scores that
reflect the frequency and severity of each impact [1, 4]. For
a more detailed assessment of the psychological impact, we
have set out some goals that describe the studied psychologi-
cal factors.

The psychological notion of affectivity is one of the factors
that refer to the totality of the subjective experiences of the
characteristics of the real world regarding the needs and mo-
tives of the individual activity in their social concordance.

Affectivity colors our entire psychic life. For these reasons,
itis considered a fundamental aspect ofthe psyche. Itis anoth-
er psychological notion that involves the whole of all psychic
processes in a complex, dynamic and harmonious integration.
Within the personality, the various psychic functions and pro-
cesses are not juxtaposed but fused with each other, with wide
and multiple interferences, creating a functional whole. Per-
sonality is determining the dimension of the individual, and
is best represented by each person’s style, by the particular
imprintthat a man leaves in all his manifestations [5, 6, 7].

In fact, the personality expresses all the peculiarities of
temperament, character and emotional status of each person
as a result of the dynamic interaction between the first and
the second signaling system, determining the free-conscious
attitude towards the world and own person [8,9-12].

In Freud’s concept of psychoanalysis, personality is like
an "iceberg”, meaning that conscious experiments are located
above the surface of the water, while subconscious; impulses
and primal desires are below the water level, this area exert-
ing a wider influence over the reactions exhibited by the sub-
ject. The personality of the child is a complex, contradictory
one, with arapid dynamic and is highly influenced by environ-
ment (colleagues, friends, teachers, parents). Human person-
ality, with its different individual peculiarities, determined by
the nervous system and education, is in a constant adaptation
under the influence of the interdependence of biological and
social factors [6, 7, 10].

Another factor of psyche is the mood determined by the
flow of exteroceptive, proprioceptive and interoceptive stimu-
li, subliminal to the level of conscious cortical integration. The
mood may be considered a true "seismograph”, of the body’s
homeostasis [11].

Emotions express the natural ways of consciousness and
psychic processes, with direct reflection on the neuro-endo-
crine-humoral homeostasis. Through their content, often a
violent one, through their impacts, often disturbing and disor-
ganized effects on behavior, emotions express the mood ofthe
whole body. Emotion is the psycho-physiological way of pri-
mal subjective feelings. It is characterized by the suddenness,
and itis always generated by an immediate stimulus. Emotions
have a strong somatic corresponding element, highlighted by
the massive participation of the neuro-autonomic and endo-
crine system. Emotions include primal behaviors such as fear,



este importantin manifestarea impactului sanatatii orale asu-
pra calitatii vietii.

Modelul de sanatate orald a lui Locker a fost folositTn sco-
pul definirii celor sapte dimensiuni conceptuale ale impactu-
lui: (1) limitarea functionala - dificultdti de mestecare; (2) du-
rerea fizicd - sensebilitatea dentard; (3) disconfortul psiholo-
gic - autoconstientizarea; (4) incapacitatea fizica - schimbari
in regimul alimentar; (5) incapacitatea psihologica - capacita-
tea de concentrare redusa; (6) incapacitatea sociald - evitarea
interactiunii sociale si handicapul - incapacitatea de a munci
productiv [5]. Acest model se bazeaza pe clasificarea OMS in
care impacturile afectiunii sunt repartizate intr-o ierarhie in
intervalul de la simptoame interne, care sunt aparent primare
pentru subiect (reprezentate in dimensiunea limitarii functio-
nale), pana la handicapuri, care afecteaza rolurile sociale, cum
ar fi activitatea zilnica a copiilor.

Scopul studiului a constatin evaluarea nivelului de disfunc-
tie, disconfort si incapacitate ce pare a corespunde cu starile
clinice, descrierea unor aspecte medico-sociale si determina-
rea impactului psihologic la pacientii cu anomalii dento-maxi-
lare calitatii vietii copiilor.

Material si metode

In studiul intentat, a fost inclus un esantion conventional
alcatuit din 151 de pacienti ortodontici, Tn scopul identificarii
afirmatiilor despre impactul psihologic, care au completat ches-
tionarul. Structura chestionarului constd din 49 de intrebari.

Pentru a evidentia impacturile adverse ale afectiunilor ora-
le a fost indeplinit studiul tarnsversal, care a permis descrie-
rea unor aspecte medico-sociale si determinarea impactului
psihologic la copii cu anomalii dento-maxilare asupra sanata-
tii orale si calitatii vietii copiilor.

Chestionarul consta din 49 de afirmatii, ce au fost parafraza-
te caintrebari, respondentilor li se cere sa indice cat de frecvent
s-au ciocnit de fiecare problemaintr-o perioada de referinta, de
exemplu, Tn 12 luni.

Categoriile de raspuns pentru scala de cinci puncte sunt:
(1) ,foarte des”; (2) ,destul de des”; (3) ,ocazional”; (4)
»aproape deloc”; si (5) ,niciodata”. Respondentilor li se poa-
te oferi si optiunea ,,nu stiu” pentru fiecare intrebare. Pentru
trei Tntrebari ce se refera la problemele relationate cu proteza
dentara , pentru persoanele care nu poarta proteza dentara se
oferd o optiune de raspuns care indica, cd intrebdrile date nu
se referd la ei.

Pentru introducerea datelor, raspunsurile sunt codificate:
0 - (niciodata sau inaplicabil), 1 - (aproape deloc), 2 - (oca-
zional), 3 - (destul de des), sau 4 - (foarte des). Raspunsuri-
le ,,nu stiu” si datele necompletate se introduc ca valori lipsa
care sunt ulterior Tnregistrate cu media tuturor raspunsurilor
valabile la intrebarea corespunzatoare. Totusi, daca mai mult
de noua raspunsuri sunt ldsate necompletate sau marcate ,,nu
stiu”, chestionarul este rebutat. Tn timpul procesarii datelor,
raspunsurile codificate sunt inmulfite cu ponderea cores-
punzatoare pentru fiecare intrebare si rezultatele se aduna
in cadrul fiecarei dimensiuni pentru a oferi sapte scoruri de
sub-scala, fiecare Tntr-un interval potential de la zero (nici un
impact), pana la 40 (toate impactele raportate ca,,foarte des”).

Calitatea vietii copiilor cu anomalii dento-maxilare

joy, irritation, inconvenience that is important in showing the
impact of oral health on the quality of life.

Locker’s oral health model has been used to define the
seven conceptual dimensions of the impact: (1) functional
limitation - chewing difficulties; (2) physical pain - dental
sensitivity; (3) psychological discomfort - self-awareness; (4)
physical disability - diet changes; (5) psychological disability
- concentration problems; (6) social disability - avoidance of
social interaction and handicap - inability to work produc-
tively [5]. This model is based on the WHO classification, in
which the disease impacts are distributed in a hierarchy, rang-
ing from internal symptoms that are apparently primary for
the subject (represented in the dimension of functional limita-
tion) to disabilities that affect social roles, such as the daily life
of children.

The aim of the study is to assess the level of dysfunction,
discomfort and disability that seems to correspond to clini-
cal conditions, to describe medical-social aspects and to de-
termine the impact of dento-maxillary abnormalities on oral
health and children’s quality of life.

M aterial and methods

In the study, a conventional sample of 151 orthodontic
patients was included in order to identify the claims regard-
ing the adverse effects (impacts) of oral conditions in subjects
that have completed the questionnaire. The questionnaire
consists of 49 questions.

To highlight the adverse impacts of oral conditions, a cross-
sectional study was conducted, which allowed the highlighting
of medical-social aspects and the determination ofthe impact
of dento-maxillary abnormalities on oral health and on chil-
dren’s quality of life.

The questionnaire consists of 49 statements, which were
paraphrased as questions; the respondents were asked to in-
dicate how frequently they encountered each problem in the
reference period, for example - 12 months.

The response categories for the five-point scale were: (1)
"very often”; (2) “often”; (3) "occasionally”; (4) "almost never”
and (5) ,,never”. Respondents can also be given the ,,Do not
know” option for each question. For three questions related to
issues with denture, for those who do notwear dentures, are-
sponse option was provided, that indicates that the questions
do not relate to them.

For the input of the data, the answers were coded as 0
(never or not applicable), 1 (almost never), 2 (occasionally),
3 (often) or 4 (very often). The ,,do not know” answers and
the blank data were entered as missing values that were af-
terwards recorded with the average of all the answers that
apply to the corresponding question. However, if more than
nine answers were left blank or marked as ,,do not know”, the
questionnaire was discarded. During data processing, the cod-
ed responses are multiplied by the corresponding coefficient
for each question, and the results are gathered within each
dimension to provide 7 sub-scale scores, each in a potential
range from O (no impact) to 40 (all impacts reported as ,,very
often”).
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Rezultate

Conform criteriilor de includere in cercetare si obtinerea
acordului de participare n studiu, au fost inclusi 151 de copii
cu varsta medie de 16,8+1,1 ani (limita inferioard - 14 ani si
limita superioara - 18 ani). Dintre ei, locuitori din mediul ur-
ban au fost 68,9% si din mediul rural - 31,1% (p<0,001). Cota
fetitelor a fost de 2,1 ori mai mare decat a bdietilor (67,5%
versus 32,5%, p<0,001).

Analiza variantelor de raspuns la intrebdrile care evidenti-
eazd impactul durerei fizice din motivul problemelor cu dintii,
ocluzia dentara sau proteza dentard asupra sanatatii respon-
dentilor au permis ierarhizarea lor. Asa dar, a fost stabilit, ca
pe locul | se plaseaza dureri n cavitatea bucala si dureri de
dinti (rn=0,679), pe locul Il - inconfortabilitate la consuma-
rea anumitor alimente (rn=0,677) si pe locul 11l - sensibilitate
dentara (rn=0,674) (Tabelul 1).
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Results

According to the criteria for inclusion in the research and af-
ter obtaining the study participation agreement, there were in-
cluded 151 children with an average age of 16.8+1.1 years (the
lower limit - 14 years and the upper limit - 18 years). Urban
inhabitants - 68.9% and rural inhabitants - 31.1%, respectively
(p<0.001); the share of girls was 2.1 times higher compared to
boys (67.5% and versus 32.5%, p<0.001).

The analysis of the structure of answers that highlight the
impact of physical pain due to issues related to teeth, dental
occlusion or dentures on the health of respondents has al-
lowed their hierarchical sorting. Thus, it was established that
the first place is taken by pain in the oral cavity and tooth-
ache (rn = 0.679), second place - inconvenience when eat-
ing any foods (rn=0.677) and third place - dental sensitivity
(rn=0.674) (Table 1).

Tabelul 1. Impactul problemelor cu starea dintilor, cavitdtii bucale sau aparatului dentar asupra sanatatii respondentilor (compartimentul ,,durerei fizice”).
Table 1. The impact ofissues regarding teeth, oral cavity or dental device on the health ofthe respondents («physical pain» section).

Carateristica
Characteristic
Dureri Tn cavitatea bucald

L . 129
Pain in the oral cavity
Dureri de maxilar
. 100
Jaw pain
Cefalee 84
Headache
Sensibilitate dentard
L 124
Dental sensitivity
Dureri de dinti
. 129
Dental pain
Dureri de gingii
. g_ g 105
Gingival pain
Inconfortabilitate la consumarea anumitor alimente 128
Discomfort at the consumption ofanyfoods
Locuri inflamate Tn cavitatea bucald
. . 107
Affected areas (sore spots) in the oral cavity
Aparate dentare inconfortabile %

Uncomfortable denture
Valoarea medie
Average value

Tn urma analizei datelor obtinute Tn baza chestionarului,
a fost stabilit, cd 90,7% (CI95: 86,07-96,73) din respondenti
sunt ingrijorati de problemele dentare, valori statistic semni-
ficatife pentru toate variantele de raspuns (Figura 1).

lar 35,8% (CI95: 28,16-43,44) respondenti s-au simtit ru-
sinati din cauza pozitiei incorecte a dintilor, leziunilor cavi-
tatii bucale sau protezei dentare. Pozitia incorecta a dintilor
provaca simtul de nefericire la 58,9% (CI95: 51,06-66,74) din
respondenti, la varianta de raspuns ,,ocazional” s-a evaluat la
(21,2%, CI95: 14,67-27,73) copii si la ,foarte rar”in (28,5%,
Cl95: 21,31-35,03) cazuri. Din motivul pozitiei incorecte a din-
tilor la 80,1% (CI95: 73,73-86,47) din respondenti s-a depis-
tat situatie de inconfort si la 64,2% (CI95: 56,56-71,84) din
respondenti s-a manifestat simtul de tensionare. Variantele de
rdspuns sunt prezentate in Figura 1.

Coeficientul de corelare canonica lerarhizarea

The canonical correlation coefficient Rank
0,679 |
0,631 VI
0,598 Vil
0,674 1
0,679 |
0,640 \%
0,677 Il
0,644 v
0,383 VI
0,623+0,033

Based on the analysis of the data obtained from the ques-
tionnaires, it was established that 90.7% (CI95: 86.07-96.73)
of the respondents were concerned about the dental issues,
with statistically significant values for all the variants of re-
sponse (Figure 1).

Around 35.8% (CI95: 28.16-43.44) of the respondents felt
embarrassed because of their misaligned teeth, lesions of the
oral cavity and dentures. The incorrect position of the teeth
provoked the feeling of unhappiness in 58.9% (CI95: 51.06-
66.74) of respondents, the ,,occasionally” response was ob-
served in (21.2%, CI95: 14.67-27.73) of children and ,,almost
never” in (28.5 %, CI95: 21.31-35.03) of cases. Due to the
incorrect position of the teeth, in 80.1% (CI95: 73.73-86.47)
of the respondents, there was observed inconvenience and
64.2% (CI95: 56.56-71.84) of the respondents felt tension.
The response variants are shown in Figure 1.
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Fig. 1 Gradul simtului de nefericire, de inconfortabilitate si Fig. 2 Variante de raspuns ale respondentilor la probleme de somn,
tensionare emotiva la respondents din lotul de studiu (%). _ dispozitie si probleme de relaxare (%). _
Fig. 1 The degree of unhappiness, inconvenience and emotional Fig. 2 Structure of the answers regarding sleep, mood and relaxation
tension in respondents in the study group (%). issues (%).

Fig. 3 Variante de raspuns ale respondentilor la dificultati de ntelegere, toleranta fata de familie si evitarea
plimbérii din motivul problemelor cu dintii, starii cavitdtii bucale sau protezei dentare (%).
Fig. 3 Structure of the answers regarding the difficulties ofcomprehension,family tolerance and avoidance of
walking due to issues with teeth, oral cavity or dentures (%).

Cel mai mare impact psihologic asupra respondentilor are The greatest psychological impact on the respondents was
Tngrijorarea de problemele dentare (rn=0,689), urmat de simtul the concern with dental issues (rn=0.689), followed by fee-
de inconfortabiltate (rn=0,667) si simtul de tensionare emotiva ling uncomfortable (rn=0.667) and feeling emotional tension
(rn=0,625) (Tabelul 2). (rn=0.625) (Table 2)”

Tabelul 2. Impactul problemelor cu dintii, cu cavitatea bucald sau cu proteza dentarad asupra sanatdtii respondentilor (comparti-
mentul ,,disconfortul psihologic”).
Table 2. Impact ofissues with teeth, oral cavity or dentures on the health ofthe respondents («psychological discomfort» section).

Carateristica N Coeficientul de corelare canonicd lerarhizarea
Characteristic The canonical correlation coefficient Rank
Tngrijorarea de problemele dentare
. 137 0,689 |

Concern aboutdental issues
Simtul de rusine

. 54 0,513 \Y
Feeling embarrassed
Simtul de nefericire

t. 89 0,609 v
Feeling unhappy
Simtul de inconfortabiltate

. 121 0,667 1
Feeling uncomfortable
Simtul de tensionare

. 97 0,625 11
Feeling tense
Valoarea medie

0,621+0,034

Average value
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Starea sanatatii orale influentieaza asupra calitatii dictiei.
Din datele studiului s-a depistat la 43,7% (CI95: 35,78-51,62)
din respondenti, cd nu au dificultati de dictie si Tn 64,2 (CI95:
56,56-71,84) cazuri nu au avut problema, ca cineva sa nu inte-
leaga ce au pronuntat din motivul problemelor cu dintii, cavi-
tatea bucald sau proteza dentara.

Un alt obiectiv de studiu din lucrare a fost evaluarea sta-
tusului psihologic la respondenti. ,,Foarte rar” (29,1%, CI95:
21,87-36,33) la respondenti a fost intrerupt somnul din mo-
tivul problemelor dentare si in 61,5% (CI95: 53,74-69,26) de
cazuri - ,niciodatd”, ,,ocazional” (16,6%, CI95: 10,66-22,54) si
Hfoarte rar” la (32,5%, Cl95: 25,05-39,95) au fost supdrati, si
nu au avut dificultati de relaxare la 58,3% (CI95: 50,44-66,16)
din respondenti. Tn Figura 2 sunt prezentate toate variantele
de raspuns.

Tnsé fiecare al doilea respondenta fost deprimat din motivul
problemelor dentare, din ei ,,ocazional” - 14,6% (CI95: 8,97-
19,63) si ,foarte rar” - 30,5% (CI95: 22,52-38,48), ,,niciodata
nu au avut aceasta problema ” - 50,9% (CI95: 42,92-58,88).

Concentratia este foarte importanta pentru insusirea materi-
alului didactic si, anume, 45,7% (CI95: 37,76-53,64) din intervi-
evafi au avut aceasta problema cu cota cea mai mare la varianta
de raspuns ,,foarte rar” - 31,8% (CI95: 24,37-39,23), ,,ocazional”
doar la 10,6% (CI95: 5,68-15,52) respondenti. Variantele de ras-
puns la ,,foarte des” si ,,destul de des” sunt statistic nesemnifica-
tive (p>0,05).

Au fost putin stanjeniti din motivul problemelor dentare
aproape 57,0% (CI95: 49,11-64,89) din intervievati, ,,des-
tul de des” - 9,3% (CI95: 4,67-13,93), ,,0cazional" - 19,9%
(C195:13,53-26,27) si in 27,2% (20,11-34,29) de cazuri -
»foarte rar” Niciodatd nu au avut aceasta problema la 43,0%
(CI95: 35,11-50,89) din respondenti.

Asupra incapacitatii psihologice cel mai mare impact are
suparaciunea (rn=0,613), pe locul Il - stanjenirea (rn=0,603)
si pe locul 1l - simtul de deprimare (rn=0,674). Valorile im-
pactului pentru acest compartiment sunt prezentate in Tabe-
lul 3.
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Oral health influences the quality of the speech. From our
data, 43.7% (CI95: 35.78-51.62) of the respondents claimed
that they had no speech difficulty and in 64.2% (CI95: 56.56-
71.84) of the cases, they did not have the problem of someone
else not understanding what they said due to the issues with
teeth, oral cavity or dentures.

Another objective of the study was the assessment of the
psychological status of respondents. ,,Almost never” option
was selected by (29.1%, CI95: 21.87-36.33) of the respon-
dents regarding sleep interruption due to dental issues and
in 61.5% (CI95: 53.74-69.26) cases - ,,never”, ,,occasionally”
(16.6%, CI95: 10.66-22.54) and ,,almost never” (32.5%, CI95:
25.05-39.95) were upset, and did not have any relaxation dif-
ficulties in 58.3% (CI95: 50.44-66.16) of the respondents. All
the variants regarding these health issues are presented in
Figure 2.

However, every second respondent claimed mood issues
because of dental issues, of which ,occasionally” - 14.6%
(C195: 8.97-19.63) and ,,almost never” - 30.5% (CI95: 22.52-
38.48), ,,never" - 50.9% (CI95: 42.92-58.88).

Concentration is very important for comprehending the di-
dactic material, namely 45.7% (CI95: 37.76-53.64) of respon-
dents had concentration issues with the highest share in the
»almost never” group- 31.8% (CI95: 24.37-39.23) of respon-
dents, ,,occasionally” - 10.6% (CI95: 5.68-15.52) of respon-
dents. The variants of ,,very often” and ,,0often” were statisti-
cally insignificant (p>0.05).

Respondents felt embarrassed ,,often” because of dental
issues in almost 57.0% (CI95: 49.11-64.89) of cases, ,,very of-
ten” - 9.3% (CI95: 4.67-13.93), ,,occasionally" - 19.9% (CI95:
13.53-26.27) and in 27.2% (20.11-34.29) of cases - ,,almost
never”, ,,never” - 43.0% (CI95: 35.11-50.89) of the respon-
dents.

On psychological disability, the greatest impact had ir-
ritability (rn = 0.613), the second place -embarrassment
(rn=0.603) and the third place - depression (rn=0.674). Im-
pact values for this section are shown in Table 3.

Tabelul 3. Impactul problemelor cu dintii, cavitatea bucala sau proteza dentard asupra sanatdtii respondentilor (compartimentul ,,inca-

pacitatea psihologicad”).

Table 3. Impact of issues regarding teeth, oral cavity or dental prosthesis on the health of the respondents («psychological disability» section).

Carateristica

. n
Characteristic

Somn intrerupt

58
Interrupted sleep
Supdrare

L 91

Irritability
Dificultati de relaxare 63
Relaxation difficulties
Simtul de deprimare 24
Depressive mood
Concentratia afectatd 69
Affected concentration
Sténienire

86

Uncomfortablefeeling
Valoarea medie
Average value

Coeficientul de corelare canonicad lerarhizarea

The canonical correlation coefficient Rank
0,527 VI
0,613 |
0,542 \%
0,574 1
0,560 \Y
0,603 1l
0,569+0,015



Numai 24,5% (CI95: 17,64-31,36) din respondenti au evi-
tat iesirea la plimbare din motivul problemelor cu dintii, cavi-
tatea bucala sau proteza dentara cu valoarea cea mai mare, la
varianta de raspuns ,foarte rar” (15,9%, CI95: 10,06-21,74)),
au fost maiputin toleranti fatd de familie in 25,8% (CI95:
18,82-32,78) cazuri si la 22,5% (CI95: 15,86-29,14) de res-
pondenti au avut dificultati sa fie intelesi de alte persoane. Di-
ferit grad de afectare arespondentilor la acest set de intrebari
este prezentatin Figura 3.

Incapacitatea socialda este unul din obiectivele de baza
a studiului care a fost studiat detaliat. Numai 35,1% (CI95:
27,49-42,71) din respondenti au fost putin iritati in discutie
cu alte persoane din motivul problemelor cu dintii, cavitatea
bucala sau proteza dentara si fiecare al patrulea - ,,foarte rar”
(25,2%, CI95: 18,28-32,12); 29,8% (CI95: 22,51-37,09) din
intervievati au experimentat dificultati in Tndeplinirea lucru-
rilor pe care le indeplenesc de obicei cu cota cea mai mare la
varianta de raspuns ,foarte rar” (17,9%, CI95: 11,78-24,02).

Problemele cu dintii, cavitatea bucald sau proteza denta-
ra au impact si asupra incapacitatii sociale. Aici pe locul | s-a
plasat iritarea fata de alte persoane (rn= 0,510), pe locul Il
- dificultati in Tndeplinirea lucrurilor, pe care respondentii le
ndeplinesc ca de obicei (rn=0,479) si pe locul Il - toleranta
scdzuta fata de familie (rn=0,453). Valorile impactului pentru
acest compartiment sunt prezentate in Tabelul 4.
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Only 24.5% (CI95: 17.64-31.36) ofthe respondents avoid-
ed going out because of the issues with the teeth, the oral cav-
ity or the dentures, with the highest value in the ,,almost nev-
er”group (15.9%, CI95: 10.06-21.74) there were less tolerant
of the family in 25.8% (CI95: 18.82-32.78) cases and 22.5%
(CI95: 15.86-29.14) of respondents had difficulty in being un-
derstood by others. Avarious degree of impact on the respon-
dents is shown in Figure 3.

Social disability is one of the basic objectives of the study
that has been studied in detail. Only 35.1% (CI95: 27.49-
42.71) ofthe respondents were slightly irritated in discussion
with other people due to issues with teeth, oral cavity or den-
tures and every fourth respondent - ,,almost never” (25.2%,
Cl95: 18.28-32.12); 29,8% (CI95: 22.51-37.09) of respon-
dents experienced difficulties in fulfilling what they usually do
with the highest rate of the ,,almost never” response (17.9%,
Cl95: 11.78-24.02).

Issues with teeth, oral cavity or dentures also have an
impact on social disability. In the first place, there was ir-
ritation with other people (rn=0.510), on the second place
- difficulties in doing the things that respondents usually do
(rn=0.479) and on the third place - low tolerance towards
their partner or family (rn=0.453). Impact values for this com-
partment are shown in Table 4.

Only 21.9% (CI95: 15.29-28.51) of the respondents claim

Tabelul 4. Impactul problemelor cu dintii, cavitatea bucala sau proteza dentard asupra sanatafii respondentilor (compartimentul ,,incapaci-

tatea sociald”).

Table 4. Impact of issues regarding teeth, oral cavity or dental prosthesis on the health of the respondents («Social disability» section).

Carateristica

- n
Characteristic

Evitarea plimbarii

Avoidance ofgoing out 37
Toleranta scazutd fata de familie 39
Low tolerance towardsyour partner orfamily

Dificultati sa vd ntelegeti cu alte persoane 34
Difficulties ofunderstanding with others

Simtul de iritare n discutie cu alte persoane 53
Irritated with other people

Dificultati Tn Tndeplinirea activitdtilor zilnice 45

Difficulties in doing the thingsyou usually do
Valoarea medie
Average value

Numai la 21,9% (CI95: 15,29-28,51) din respondenti sta-
rea generald a sanatatii s-anrdautatit din motivul problemelor
cu dintii, cavitatea bucald sau proteza dentara si la fiecare al
doilea (10,6%, CI95: 5,68-15,52) foarte rar.

lar 45,7% (CI95: 37,76-53,64) din intervievati au avut
cheltuieli financiare din acest motiv, din ei 10,6% (CI95:
5,68-15,52) ,,destul de des™ ,,ocazional” - 18,5% (CI95: 12,31-
24,69) si ,foarte rar” - 13,9% (CI95: 8,37-19,43), fiecare al
doilea din lotul de studiu (54,3%, CI95: 46,36-62,24) nu au
suportat aceste cheltuieli.

Fiecare al treilea respondent a fost incapabil sa se bucu-
re de compania altor persoane si din ei 19,9% (CI95: 13,53-
26,27) - ,foarte rar”, totusi majoritatea din lotul de studiu

Coeficientul de corelare canonica lerarhizarea
The canonical correlation coefficient Rank

0,444 v
0,453 1l
0,429 \%
0,510 |
0,479 1l

0,463+0,016

that their general health has worsened due to issues with
teeth, oral cavity or dentures, and every second one (10.6%,
Cl95: 5.68-15.52) - ,,almost never”

Almost 45.7% (CI95: 37.76-53.64) of respondents had fi-
nancial expenses for this reason, of which 10.6%, (C195:5.68-
15.52) - ,often", ,occasionally” - 18.5% (CI95: 12.31-24.69)
and ,,almost never” - 13.9% (CI95: 8.37-19.43), each second
respondent from the study group (54.3% CI95: 46.36-62.24)
did not bear such costs.

Everythird respondentwas unable to enjoy the company of
other people and 19.9% (CI95: 13.53-26.27) - ,,almost never”,
yet the vast majority of the study group (70.2%, CI95: 62.91-
77.49) did not have any restriction because of their dental
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(70,2%, CI95: 62,91-77,49) nu au avut acestd restrictie din ca-
uza sanatatii dentare. Raspusuri similare au fost obtinute si la
aceasta intrebare din chestionarul aplicat: ,,Afi simtit ca viata
in general a fost mai putin satisfacatoare din motivul proble-
melor cu dintii, cavitatea bucald sau proteza dentara?”
Fiecare al patrulea respondent a fost absolut imposibil
sa activeze din motivul problemelor dentare si din ei 19,9%
(C195: 13,53-26,27) - ,foarte rar”, in 74,2% (CI95: 67,22-
81,18) de cazuri activitatea si in 77,5% (CI95: 70,86-84,14)
capacitate deplind de a lucra ale intervievatilor nu a fost agra-
vata. Tn 16,6%( CI95: 10,66-22,54) de cazuri capacitatea depli-
nd de a lucra a intervievatilor a fost agravata ,foarte rar”
Trebuie de mentionat, ca variantele de raspuns la intreba-
rile din chestionar care caracterizeaza handicap au avut mai
mult aspect pozitiv decat negativ. Tn Tabelul 5 sunt prezentate

.....
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health. Similar answers have been observed in the question:
»Have you felt that life was generally less satisfactory due to
issues with teeth, oral cavity or dentures?”

Every fourth respondent was unable to work due to den-
tal issues and 19.9% (CI95: 13.53-26.27) - ,,almost never”, in
74.2% (CI95: 67.22-81.18) of cases and in 77.5% (CI95: 70.86-
84.14) the work capacity ofthe respondents were not affected.
In 16.6% (CI95: 10.66-22.54) of cases, the work capacity of
the respondents has worsened ,,almost never”.

It should be noted that the variants of questionnaire re-
sponses that characterize disability had more positive than
negative aspects. Table 5 presents the results ofthe health im-
pact on the respondents.

Thus, the analysis made it possible to highlight issues with
the teeth, the oral cavity or the dentures that had the greatest
impact on the health of the respondents that are presented in
Figure 4.

Tabelul 5. Impactul problemelor cu dintii, cavitatea bucald sau proteza dentara asupra sanatatii respondentilor (compartimentul ,,handicap”).
Table 5. Impact of issues regarding teeth, oral cavity or dentures on the health ofthe respondents («disability» section).

Carateristica

Characteristic

Tnrautatirea starii generale a sanatatii

Worsening ofgeneral health

Cheltuileli financiare

Financial expenses

Ati fost incapabil sd va bucurati de compania altor persoane
You have been unable to enjoy the company ofothers

Ati simtit cd viata in general a fost mai putin satisfacatoare
You havefelt that life hasgenerally been less satisfactory
Afost absolut imposibil sa activati

It was totally impossible to work

Afost imposibil sa lucrati cu capacitate deplind

It was impossible to work atfull capacity

Valoarea medie

Average value

Asadar, analiza efectuata a permis sa evidientiem probleme
cu dintii, cavitatea bucala sau proteza dentara care au cel mai
mare impact asupra sanatatii respondentilor care sunt prezen-
tate in Figura 4.

Bvi*tcii~cci @ 1jmitof alinicntc
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33

82

45

45

39

34

lerarhizarea
Rank

Coeficientul de corelare canonica
The canonical correlation coefficient

0,424 \%
0,560 |
0,479 1l
0,479 1l
0,453 1
0,429 v

0,471+0,021

The cross-sectional studies that were used in the question-
naire, have demonstrated the levels of dysfunction, discom-
fort and inability that correspond to clinical conditions and
the level of access to dental care. At this descriptive level, the

0:56 QE55 0.66 QE65 0.57 0675 0.58 QE85 0.59 QE% 07

Fig. 4 Repartizarea valorilor cu cel mai Tnalt impact asupra sanatatii respondentilor din motivul problemelor cu dintii,
cavitatea bucala sau proteza dentara (%).
Fig. 4 Distribution ofvalues with the highest impact on the health of respondents due to issues with teeth, oral cavity or dentures (%).



Studiile transversale care au fost folosite Tn chestionar, au
demonstrat nivelele de disfunctie, disconfort si incapacitate
ce corespunde cu starile clinice si accesul la asistenta stoma-
tologica. La acest nivel descriptiv, rezultatele au demonstrat
anumite diferente subtile la dimensiunile conceptuale ale im-
pactului, precum limitatea functionala si incapacitate fizica.

Tn concluzie, Tn baza analizei datelor obtinute Tn studiul
respectiv putem aprecia gradul impactului medico-social al
anomaliilor dento-maxilare asupra calitatii vietii la copii, Tn
functie de care putem determina anumite obiective de Tnbu-
natatire a calitatii vietii.

Concluzii

1) Impactul psihologic asupra respondentilor apare cu di-
verse rate, drept exemplu, in problemele dentare (rn=
0,689), urmat de simtul de inconfortabiltate (rn=0,667)
si simtul de tensionare (rn=0,625).

2) 1n evaluarea incapacitatilor psihologice, s-a manifestat
cu cel mai mare impact - supdraciunea (rn=0,613), pe
locul Il - sténjenirea (rn=0,603) si pe locul 1l - simtul de
deprimare (rn=0,674).

3) Afectiunile cavitatii bucale au un impact si asupra inca-
pacitdtii sociale. Aici pe locul | s-a plasat iritarea in dis-
cutie cu alte persoane (rn=0,510), pe locul Il - dificultati
in indeplinirea activitatilor zilnice (rn=0,479) si pe locul
Il - toleranta scazuta fatda de familie (rn=0,453).
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Calitatea vietii copiilor cu anomalii dento-maxilare

results demonstrated some subtle differences regarding the
conceptual dimensions of the impact as a limited functional
and physical disability.

In conclusion, based on the analysis of the data obtained
in this study, we can assess the degree of the medical-social
impact of the dento-maxillary anomalies on the quality of life
in children, according to which we can determine certain aims
for improving the quality of life.

Conclusions

1) The psychological impact on respondents occurs at
various rates, for example: dental issues (rn=0.689), fol-
lowed by feeling uncomfortable (rn=0.667) and tense (rn
=0.625).

2) Inthe assessment of psychological disabilities, the great-
est impact - irritability (rn=0.613), the second place -
embarrassment (rn=0.603) and the third place - depres-
sive states (rn=0.674).

3) Oral cavity conditions have an impact as well on social
disability. The first place was taken by irritation in dis-
cussion with other people (rn= 0.510), on the second
place - difficulties doing the usual things the respon-
dents usually do (rn=0.479) and on the third place - low
tolerance towards family (rn=0.453).
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Ce nu este, deocamdata, cunoscut la subiectul abordat

Nivelul bifurcarii arterei brahiale fata de linia interepi-
condilara si variabilitatea individuala a variantelor ei de ra-
mificare sunt putin studiate.

Ipoteza de cercetare

Aprofundarea cunostintelor de ordin morfologic in stu-
dierea nivelului bifurcarii arterei brahiale si a variabilitatii
individuale a variantelor ei de ramificare.

Noutatea adusa literaturii stiintifice din domeniu

Afost efectuat un studiu morfologic al nivelului bifurcarii
arterei brahiale unde s-a stabilit variabilitatea individuald a
variantelor ei de ramificare ce va sta la baza unui ghid prac-
tic care va ajuta medicul imagist si chirurgul vascular asu-
pra conduitei terapeutice.

Rezumat

.....

viduale a arterelor membrului superior rezulta din necesi-
tatea medicinii practice, argumentata prin cresterea gradu-
ald a numarului de proceduri interventionale radiologice, de
interventii chirurgicale vasculare si reconstructive de la acest
nivel. Tn acest studiu s-a avut ca scop evaluarea nivelului de
bifurcare a arterei brahiale si identificarea variantelor ei de
ramificare in dependenta de gen si partea studiata a corpului.

Material si metode. Studiul dat a fost unul retrospectiv,
descriptiv. S-au studiat arterele membrului superior pe 42
de membre superioare colectate de la cadavre umane adul-
te formolizate, selectate din fondul Catedrei de anatomie si
anatomie clinica a USMF ,,Nicolae Testemitanu” Prin metoda
disectiei anatomice fine s-a evidentiat originea si traiectul ar-
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What is not known yet, about the topic

The level of the brachial artery bifurcation towards the in-
terepicondylar line and individual variability of its variants of
branching are less studied.

Research hypothesis

To get deeper morphological knowledge about the level of
the brachial artery bifurcation and its individual variability of
branching.

Avrticle's added novelty on this scientific topic

A morphological study regarding the level of the brachial
artery bifurcation was carried out, and the individual varia-
bility of its branching variants was established, that will serve
as abasis for a practical guide helpful for imagists and vascu-
lar surgeons in their therapeutic conduct.

Abstract

Introduction. The significance of knowledge regarding
individual variability of the upper limb arteries results from
the needs ofthe practical medicine, being based on gradual in-
crease ofthe number of the radiological interventional proce-
dures, vascular and reconstructive surgery of the upper limb
arteries. The purpose of this study was to establish the level
ofthe brachial artery bifurcation and to identify its variants of
branching depending on gender and side of the body.

Material and methods. The current study is a retrospec-
tive and descriptive one. The upper limb arteries of 42 adult
human cadavers preserved in formalin, from the Depart-
ment of anatomy and clinical anatomy of Nicolae Testemi-
tanu SUMPh, ofthe Republic of Moldova were examined. Using
fine dissection method, we identified the origin and course of
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terei brahiale, tipul ramificdrii ei in ramurile sale terminale,
precum si variatiile arteriale prezente, iar prin morfometrie
- s-au obtinut date cantitative ce {in de artera data. Rezultate-
le obtinute au fost stocate, prelucrate si analizate statistic cu
ajutorul programelor Excel si Statistica 6.0.

Rezultate. Nivelul bifurcarii arterei brahiale Tn 32,5% din
cazuri a fost determinat cu 1-1,5 cm mai inferior de linia inte-
repicondilard; in 37,5% - cu 1,6-2,5 cm, iar in 10% - cu 2,6-3,5
cm mai inferior de ea; in 20% s-a constatat cel mai distal nivel
de terminare a arterei brahiale, identificat la o distantd de 4
cm mai inferior de linia mentionata. Bifurcarea Tnaltd a arterei
brahiale a fost identificatd in 4,8% din cazuri, iar trifurcarea
ei - In 7,2%. Origineainaltd a arterei radiale si a celei ulnare a
fost stabilitda Tn 9,5% din cazuri, Tnsotite de bifurcarea arterei
brahiale in ramuri terminale atipice.

Concluzii. Tn majoritatea cazurilor, nivelul bifurcarii arte-
rei brahiale a fost stabilit cu 1-1,25 cm mai inferior de linia
interepicondilard. Cel mai frecvent artera brahiald se bifurca
in ramurile sale terminale tipice, precum sunt arterele radiala
si ulnard si doar Tn 9,5% din cazuri - in ramuri atipice. Tri-
furcarea arterei brahiale a fost identificatd Tn 7,2% din cazuri,
ramurile terminale fiindu-i arterele ulnard, radiald si recuren-
ta radiald. Tn dependenta de gen si partea studiatd a corpu-
lui, variantele de bifurcare a arterei brahiale se Tntdlnesc mai
frecvent la genul masculin, in aceeasi proportie pentru ambele
membre superioare.

Cuvinte cheie: variante anatomice, bifurcarea arterei bra-
hiale, trifurcarea arterei brahiale.

Introducere

Artera brahiala si ramurile ei terminale sunt sursa princi-
pald de vascularizare a membrului superior liber, afectiunea
carora potprovoca tulburari circulatorii, urmate de consecinte
grave, precum sunt obstructia arteriala si ischemia [1, 2].

Artera brahiald se caracterizeaza printr-o gama vasta de
varietdti, legate de origine, traiect, diametru si lungime, pre-
cum si de prezenta supranumerara sau absenta unor ramuri
ale ei.

Doctrina variabilitatii anatomice individuale a aparut ca
raspuns la solicitarile practicii medicale imagistice si chirurgi-
cale, argumentata prin cresterea graduala a numarului de pro-
ceduri interventionale radiologice, de interventii chirurgicale
vasculare si reconstructive a arterelor membrului superior.

Chirurgii vasculari si cei traumatologi uneori n timpul
interventiilor chirurgicale se confrunta cu dificultdti ce tin de
topografia, pozitia si modul de ramificare a arterei brahiale
ceea ce nu corespunde datelor anatomice clasice furnizate in
sursele bibliografice, iar imagistii pot confunda si interpreta
gresit imaginile angiografice cu modele vasculare atipice [3, 4].

In literatura de specialitate sunt prezente putine studii
efectuate pe esantioane, care relateaza despre variantele de
bifurcare a arterei brahiale, majoritatea din cele existente fi-
ind prezentari de caz, identificate de ocazie prin disectii ana-
tomice in timpul procesului didactic [5, 6, 7].

Variabilitatea individuala a bifurcarii arterei brahiale

the brachial artery, the type of ramification into its terminal
branches and variations of the respective artery. By morpho-
metric method, were obtained quantitative data regarding
brachial artery. The obtained data were stored and statisti-
cally processed using the software Statistica 6.0 and Microsoft
Excel.

Results. The level of the brachial artery bifurcation in
32.5% of cases was determined at 1.0-1.5 cm below the in-
terepicondylar line; in 37.5% - it was 1.6-2.5 cm below it, and
in 10% - itwas 2.6-3.5 cm below that line; in 20% avery distal
level of brachial artery ending at a distance of 4 cm below the
interepicondylar line was pointed out. A high level of bifur-
cation of the brachial artery was identified in 4.8% of cases;
brachial artery trifurcation was identified in 7.2% of cases.
High origin of the radial and ulnar arteries, accompanied by
the bifurcation of the brachial artery into atypical terminal
branches, was established in 9.5% of cases.

Conclusions. In the majority of cases, the level of the bra-
chial artery bifurcation was established at 1-1.25 cm below
the interepicondylar line. Most commonly the brachial artery
bifurcates in its typical terminal branches, the radial and ul-
nar arteries, and only in 9.5% of cases - in atypical branches.
Brachial artery trifurcation was identified in 7.2% of cases,
and its terminal branches were the ulnar, radial and recurrent
radial arteries. Depending on gender and side of the body, the
variants of brachial artery bifurcation were more frequentin
male, and in the same proportion for both upper limbs.

Keywords: anatomical variations, brachial artery bifurca-
tion, brachial artery trifurcation.

Introduction

Brachial artery and its terminal branches is the main vas-
cularization source of the upper limb, and their impairments
may cause circulatory disturbances with severe consequenc-
es, such as arterial obstruction and ischemia [1, 2].

The brachial artery is characterized by a wide range ofvar-
iations, related to its origin, path, diameter and length, as well
as presence of supranumerical branches, or absence of some
of its branches.

The doctrine of individual anatomical variability appeared
as response to the demands of the imaging and surgical medi-
cal practice, based on gradual increase ofthe number of radio-
logical interventional procedures, vascular and reconstructive
surgery ofthe upper limb arteries.

The vascular surgeons and traumatologists sometimes
face difficulties regarding topography, position and branching
of the brachial artery, which does not correspond to the clas-
sical anatomical data provided by the bibliographic sources,
and the imagists may mistakenly interpret the angiographic
images with atypical vascular models [3, 4].

In the specialized literature there are few studies carried
out on a large amount of samples, related to variants of bra-
chial artery bifurcation, and most of those studies were case
presentations, identified on occasion by anatomical dissec-
tions during the didactic process [5, 6, 7].
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Astfel, ne-am propus sa evaluam nivelul bifurcarii arte-
rei brahiale si sd identificdm variantele ei de ramificare n
dependenta de gen si partea corpului.

Material si metode

Inrealizarea cercetrii stiintifice, reiesind din consideratiile
etice, au fost respectate legislatia internationald si prevederile
legale ale Republicii Moldova cu privire la cercetarile biomedi-
cale cu implicarea fiintelor umane.

S-au studiat arterele membrului superior pe 42 de mem-
bre superioare, dintre care 23 au fost de gen feminin (18 din
dreapta si 5 din stdnga) si 19 - de gen masculin (10 din dreap-
ta si 9 din stdnga), colectate de la cadavre umane adulte for-
molizate, selectate din fondul Catedrei de anatomie si anato-
mie clinicd a USMF ,,Nicolae Testemitanu”,

Prin metoda disectiei anatomice fine, propusa de Vorobiov
V. P si perfectionata de Perlin B. Z, s-a evidentiat originea si
traiectul arterei brahiale, tipul ramificarii ei in ramurile sale
terminale, precum si variatiile arteriale prezente, iar prin
morfometrie - s-au obtinut datele cantitative ce tin de lungi-
mea, diametrul extern si nivelul bifurcarii arterei brahiale fata
de linia interepicondilard a humerusului.

Nivelul bifurcarii arterei brahiale s-a obtinut prin masura-
rea distantei dintre linia interepicondilard (linia care uneste
epicondilul medial cu cel lateral al humerusului) si punctul de
bifurcare a arterei brahiale.

Datele obtinute au fost stocate si prelucrate statistic cu aju-
torul programelor Excel si Statistica 6.0.

Rezultate

La cele 42 de membre superioare studiate, valoarea medie
a lungimii arterei brahiale a constituit 21,2+1,05 cm. Diame-
trul extern proximal al arterei brahiale areprezentatvaloarea
de 0,44+0,02 cm, iar a celui extern distal - 0,34+0,01 cm.

Nivelul bifurcarii arterei brahiale, stabilit la o distanta de
1,0-1,5 cm mai inferior de linia interepicondilara, a fost deter-
minat in 32,5% din cazuri; mai inferior de aceasta cu 1,6-2,5
cm s-a identificat in 37,5%, iar cu 2,6-3,5 cm - in 10% din ca-
zuri. Cel mai distal nivel de terminare a arterei brahiale, care
depdsea 4,0 cm mai inferior de linia interepicondilara, a fost
constatatin 20% din cazuri.

Bifurcatia Tnalta a arterei brahiale Tn ramurile sale tipice a
fostidentificatd pe 2 membre superioare de gen masculin, cate
unul de fiecare parte a corpului, constituind 4,8% din cazuri.

Pe membrul superior din dreapta, artera axilara la nivelul
portiunii sale retropectorale s-a bifurcat in doud trunchiuri
arteriale care conform traiectului s-au dovedit a fi arterele ul-
nara si radiala.

Arteraradiald areprezentat trunchiul anterior al bifurcarii
arterei axilare; amasuratin portiunea sa proximald un diame-
tru extern de 3,0 mm si in portiunea ei distala - de 2,4 mm.

Artera ulnara a reprezentat trunchiul cel posterior, locali-
zat mai profund, anterior de care s-au aflat radacinile nervului
median si vena axilard; a masurat comparativ cu artera radi-
ald un diametru extern mai mare: Tn portiunea ei proximala
aceasta a constituit 0,5 cm, iar Tn portiunea cea distala - 0,3
cm (Figura 1).
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Thus, our objectives were to mark out the level of brachial
artery bifurcation and to identify its variants of branching de-
pending on gender and side of the body.

M aterial and methods

The study is in full compliance with international legisla-
tion and the law of the Republic of Moldova regarding biomed-
ical studies involving human individuals, respecting all ethical
considerations.

The arteries of the upper limb were studied on 42 upper
limbs preserved in formalin, out of which 23 were female (18
right and 5 left) and 19 - male (10 right and 9 left), dissected
atthe Department of anatomy and clinical anatomy of Nicolae
Testemitanu SUMPh.

By fine anatomical dissection proposed by Vorobiov V. P
and modified by Perlin B. Z, the origin and the path of the
brachial artery, the type of its terminal branching, as well as
arterial variations were highlighted, and by morphometry -
the quantitative data regarding length, external diameter and
level of the brachial artery bifurcation towards the interepi-
condylar line of the humerus were obtained.

The level of brachial artery bifurcation was measured as
the distance between the interepicondylar line (the line join-
ing the medial and lateral epicondyles of the humeruswith)
and the bifurcation point ofthe brachial artery.

The obtained data were stored and statistically processed
using the software Statistica 6.0 and Microsoft Excel.

Results

The average length ofthe brachial artery ofthose 42 upper
limbs included in our study was 21.2+1.05 cm. The average
of the proximal external diameter of the brachial artery was
0.441£0.02 cm; the external distal diameter was on average
0.34+0.01 cm.

The bifurcation level ofthe brachial artery was established
as follows: bifurcation at a distance of 1.0-1.5 cm below the
interepicondylar line was marked out in 32.5% of cases; at a
distance of 1.6-2.5 cm was identified in 37.5% of cases; and
at a distance of 2.6-3.5 cm was revealed in 10% of cases. The
most distal level of brachial artery bifurcation that exceeds 4
cm distance from the interepicondylar line was identified in
20% of cases.

High level of the brachial artery bifurcation in its typical
branches was identified on 2 male upper limbs, one on each
side of the body, representing 4.8% of cases.

On the upper right limb, the axillary artery in its retropec-
toral portion was bifurcated into two arterial trunks, which
along the path, proved to be the ulnar and radial arteries.

The radial artery represented the anterior trunk ofthe ax-
illary artery bifurcation, and in its proximal portion the exter-
nal diameter was 3 mm, and in the distal portion - 2.4 mm.

The ulnar artery represented the posterior trunk, deeper
located, anteriorly to which the roots ofthe median nerve and
the axillary vein were positioned; having a larger external di-
ameter compared to the radial artery, that in its proximal por-
tion was 0.5 cm, and in the distal portion - 0.3 cm (Figure 1).



Fig. 1 Bifurcarea nalta a arterei brahiale: (1) - a. axilara,
(2) - nivelul bifurcarii, (3) - a ulnara, (4) - a radiala.
Fig. 1 A high level of the brachial artery bifurcation: (1) - axillary art.,
(2) - bifurcation level, (3) - ulnar art., (4) - radial art.

Topografic, artera radiala pe brat s-a situat in santul bici-
pital medial, unde in treimea superioara a lui s-a aflat medi-
al de nervul median si venele brahiale; la mijlocul acestuia a
intersectat din anterior venele si nervul nominalizat, iar in
treimea inferioard - s-a plasat cel mai lateral decat toate cele
formatiuni mentionate; Tn fosa cubitald a trecut posterior de
aponevroza bicepsului brahial, iar pe antebrat - a descris tra-
iectul sdu obisnuit.

La nivelul triunghiului pectoral, artera radiald a lansat ar-
tera toracicad laterald, iar pe antebrat - artera recurenta radia-
14, ramuri musculare si palmara superficiala.

Artera ulnara pe brat s-a aflat in santul bicipital medial, fi-
ind situatd intre venele brahiale, mai lateral de nervul median;
pe antebrat si-a ocupat locul in santul sau omonim si si-a lan-
satramurile sale tipice, iar pe mana - a format arcada palmara
superficiala.

Tn triunghiul subpectoral, de la artera ulnara s-a desprins
artera subscapulard, iar la marginea inferioard a muschiului
pectoral mare - un trunchi comun care s-a trifurcatin arterele
circumflexe humerale anterioara si posterioara si artera pro-
funda brahiala (Figura 2).

La nivelul treimii superioare a bratului de la artera ulnara
si-aluat originea artera colaterald ulnard superioara, iar in tre-
imea inferioard aacestuia - artera colaterald ulnara inferioara.

Pe membrul superior din stanga bifurcarea arterei brahi-
ale a fost depistatd la nivelul treimii inferioare a bratului, cu
5 cm mai superior de linia interepicondilara. Arterele ulnara

Variabilitatea individuala a bifurcarii arterei brahiale

Fig. 2 Trunchi comun: (1) - a ulnara, (2) - trunchi comun,
(3) - a circumflexa humerala posterioara, (4) - a. circumflexa
humerald anterioara, (5) - a. profundabrahiala.
Fig. 2 Common trunk: (1) - ulnar art.; (2) - common trunk; (3) - pos-
terior circumflex humeral art.; (4) - anterior circumflex humeral art.;
(5) - deep brachial art.

Topographically, on the arm the radial artery lodged with-
in the medial bicipital groove, where in the upper third of the
arm the radial artery was located medially to the named nerve
and brachial veins; in the middle part ofthe arm it crossed an-
teriorly the median nerve and brachial veins; and in the lower
third of the arm, it had the most lateral position towards the
median nerve and brachial veins. In the cubital fossa it passed
behind the aponeurosis of the biceps brachii muscle, continu-
ing its usual course on the forearm.

At the level of the pectoral triangle the radial artery
launched the lateral thoracic artery, and on the forearm - the
recurrent radial artery, the muscular branches and the super-
ficial palmar branch.

The ulnar artery on the arm was located in the medial bi-
cipital groove, between the brachial veins, laterally to the me-
dian nerve; on the forearm it passed along the homonymous
groove, giving off to its typical branches, and on the hand -
formed the superficial palmar arch.

In the subpectoral triangle from the ulnar arteryderived
the subscapular artery, and at the lower margin of the pecto-
ralis major muscle - a common trunk derived that trifurcated
into the anterior and posterior circumflex humeral arteries,
and the deep brachial artery (Figure 2).

At the level of the upper third of the arm from the ulnar
artery originated the superior collateral ulnar artery, and in
the lower third - the ulnar collateral artery.

On the upper left limb, the bifurcation of the brachial ar-
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Fig. 3 Bifurcare Tnalta a arterei brahiale din 1/3 inferioara a
bratului: (1) - a brahiald, (2) - a radiald, (3) - a ulnara,
(4a), (4b) - venele brahiale, (5) - nervul median, (6) - muschiul
pronator rotund.
Fig. 3 High bifurcation ofthe brachial artery in the lower third of the
arm: (1) - brachial art, (2) - radial art, (3) - ulnarart, (4a), (4b) -
brachial veins, (5) - median nerve, (6) - pronator teres muscle.

si radiala au urmat pe antebrat trecand prin santurile cubita-
le: artera ulnara prin santul cubital anterior medial, iar artera
radiald - prin santul cubital anterior lateral, dupa care s-au
pozitionatin santurile sale de pe antebrat continuandu-si tra-
iectul si modul de ramificare obisnuit (Figura 3).

Dupa tipul de ramificare a arterei brahiale la nivelul lansa-
rii ramurilor terminale, s-a stabilit bifurcarea ei in 92,8% din
cazuri si trifurcarea - in 7,2%.

Trifurcarea arterei brahiale a fost identificatd la un ca-
davru de gen mesculin, bilateral si, pe un membru superior
feminin, din dreapta. Tn tooate aceste 3 cazuri de trifurcare,
ramurile terminale ale arterei brahiale au fost arterele: ulnarg,
radiald si recurenta radiald; ultima arterd in unul din cazuri a
lansat larandul sau doud ramuri musculare, care au descins pe
antebrat si au patruns, una din ele in muschiul brahioradial si
alta - in muschiul extensor al carpului radial lung (Figura 4).

Originea inalta a arterelor radiald si ulnard, Tnsotite de bi-
furcarea arterei brahiale Tn ramuri terminale atipice, s-a stabi-
litTn 9,5% din cazuri.

Pe 2 membre superioare feminine, din dreapta, a fost pre-
zenta originea Tnalta a arterei ulnare si bifurcarea arterei bra-
hiale Tn arterele radiala si interosoasa comuna.

Pe altele 2membre superioare din dreapta, unul fiind femi-
nin si altul masculin, a fost identificata origineainaltd a arterei
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Fig. 4 Trifurcarea arterei brahiale: (1) - a brahiald,
(2) - a ulnard, (3) - a radiala, (4) - a recurenta radiald,
(5), (6) - ramuri musculare.
Fig. 4 Trifurcation ofthe brachial artery: (1) - brachial art.,
(2) - ulnar art., (3) - radial art., (4) - recurrent radial art.,
(5), (6) - muscular branches.

tery was marked out at the lower third ofthe arm, 5 cm higher
to the interepicondylar line. The ulnar and radial arteries on
the forearm followed the cubital grooves: the ulnar lodged in
the anterior medial groove, and the radial one - in the anterior
lateral groove, after that they passed along their grooves on
the forearm, continuing a common path and branching pat-
tern (Figure 3).

According to the type of the brachial artery terminal
branching, its bifurcation was established in 92.8% of cases
and its trifurcation - in 7.2%.

The brachial artery trifurcation was identified bilaterally
in amale cadaver, and on a female right upper limb. In all those
3 cases of trifurcation, the terminal branches of the brachial
artery were the ulnar, radial and recurrent radial arteries: the
last artery in one ofthe cases gave offtwo muscular branches,
which descended to the forearm and supplied the brachioradi-
al muscle and another one - the extensor carpi radialis longus
muscle (Figure 4).

The high origin of the radial and ulnar arteries, accompa-
nied by the bifurcation of the brachial artery into atypical ter-
minal branches, was established in 9.5% of cases.

On 2 right female upper limbs the high origin of the ulnar
artery and the bifurcation of the brachial artery into the com-
mon radial and interosseous arteries were marked out.
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Fig. 5 Origine malta a arterei radiale: (1) - a brahiala, (2) - a radiala, (3) - a ulnara, (4) - a. colaterala ulnara
superioard, (5) - nervul median, (6) - nervul ulnar, (7) - vena brahiala.
Fig. 5 High origin ofthe radial artery: (1) - brachial art., (2) - radial art., (3) - ulnar art., (4) - superior
collateral ulnar art., (5) - median nerve, (6) - ulnar nerve, (7) - brachial vein.

radiale, unde artera brahiald s-a bifurcat in arterele ulnara si
interosoasa comuna (Figura 5).

Discutii

Conform surselor bibliografice lungimea arterei brahiale
este cuprinsa intre 15,0-24,0 cm, iar diametrul ei - intre 5,0-
6,0 mm [8, 9, 10].

Bordei P. (1996) [11], mentioneaza despre lungimea medie
a arterei brahiale la bdrbati de 18,0 cm si la femei de 16,0-16,5
cm, iar Fampxkuesa ®. I. (2014) [12], stabileste lungimea aces-
teia de 24,0 cm la barbati si de 22,5 cm - la femei.

Natywko O KO (2014) [13], relateaza despre lungimea
medie a arterei brahiale de 23,9+2,3 cm, valoarea minimala
fiind de 18,8 cm si maximala de 29,7 cm.

Nivelul bifurcarii arterei brahiale fata de linia interepicon-
dilard a fost studiat de Olave E (1974) [14] pe un esantion
constituit din 72 membre superioare si de Shubha R (2013)
[15] - pe 95 membre superioare, ultimul clasificAnd variatiile
de terminare a acestei artere fata de linia data in 5 grupe: cel
mai distal nivel a fost intre 4,6-5,8 cm mai inferior de aceasta
linie, stabilit de el in 5,85% din cazuri; intre 3,0-4,5 cm - in
66,31%; Tntre 1,5-4,4 cm - 11,7%; panala 1,4 cm - 10,29% si
la nivelul ei - Tn 5,85% din cazuri.

Jacomo A (2014) [16], a determinat nivelul bifurcarii ar-
teri brahiale in 87% din cazuri distal de linia interepicondila-
ra; in 11,1% proximal de aceasta si Tn 1,4% - la nivelul ei.

On the other 2 right upper limbs, a female and a male ones,
a high origin of the radial artery was identified, at the level
where the brachial artery branched into the ulnar and com-
mon interosseous arteries (Figure 5).

Discussion

According to the bibliographic sources the length of the
brachial artery ranges between 15-24 cm and its diameter -
between 5-6 mm [8, 9, 10].

Bordei P. (1996) [11], mentioned that the average length
ofthe brachial artery in males is 18 cm and in females 16-16.5
cm, but Magxuesa @. I (2014) [12], established its length to
be 24.0 cm in male and 22.5 cm - in female.

Natywko O K (2014) [13], reported that the average
length ofthe brachial artery is 23.9+2.3 ¢cm, the minimum val-
ue was 18.8 cm and a maximum 29.7 cm.

The level of the brachial artery bifurcation related to the
interepicondylar line was studied by Olave E (1974) [14]
on 72 upper limbs and Shubha R (2013) [15] - on 95 upper
limbs, and the lastone classified the ending variations of bra-
chial artery regarding the interepicondylar line into 5 groups:
the most distal level was between 4.6-5.8 cm below that line,
was established by him in 5.85% of cases; between 3.0-4.5
cm - in 66.31%; between 1.5-4.4 cm - 11.7%; up to 1.4 cm -
10.29% and at the level ofthe interepicondylar line - in 5.85%
of cases.



Individual variability ofthe brachial artery bifurcation

Unii autori care relateaza despre bifurcarea Tnalta a arterei
brahiale, denumesc ramurile terminale - artere brahioradiala
si brahioulnara, luand ca baza aspectul topografic al acestora,
dar nu nomenclatura anatomica [17, 18].

Rodriguez-Niedenfuhr M (2003) [19], a efectuat un studiu
pe un esantion de 384 membre superioare si a facut o analiza
statistica a distributiei dupa gen si partea studiatd a corpului a
originii inalte a arterelor radiala si ulnard, obtinand urmétoa-
rele date indicate Tn Tabelul 1.
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Jacomo A (2014) [16], determined the level of brachial ar-
tery bifurcation in 87% of cases distally to the interepicondy-
lar line; in 11.1% of it was proximally to that line, and in 1.4%
- atits level.

Some authors who reported about the high bifurcation of
the brachial artery, named those terminal branches - the bra-
chioradial and the brachioulnar arteries, according to their
topography, but were not based on anatomical terminology
[17, 18].

Tabelul 1. Distributia arterelor brachioradiala si brahioulnara in dependenta de gen si partea studiata a corpului, dupa Rodriguez-Niedenfuhr M
Table 1. Distribution of the brachioradial and brachioulnar arteries depending on gender and studied part of the body according to Rodriguez-

Niedenfuhr M
Artera brahioradiala
Genul The brachioradial artery
Gender n Stangd Dreapté
Left Right
Barbati
9 0
Males au 9 [9,9%) 11 [12,1%)
Femei
9 0
Females 101 14 [13,9%) 19 [18,8%)
Total
9 0
Total 192 23 [12%) 30 [15,6%)

Arterele radiald si ulnara Tn cazul originii lor Tnalte pot
aveainceput diferit, de la portiunile retropectorala si infrapec-
torald a arterei axilare sau de la artera brahiald, din treimele
superioara si mijlocie a bratului [2].

Cea mai frecventd variantd arteriala a membrului superior
este considerata originea inalta a arterei radiale intalnita cu o
incidenta de 8-12% [20, 21, 22].

Fuss F (1985) [23], mentioneaza despre prezenta acestei
variante mai frecvent la barbati, pe membrul superior din
dreapta.

Tn cazul originii inalte a arterei ulnare, aceasta mai frecvent
incepe de la artera brahiald si foarte rar - din portiunea retro-
pectorald a arterei axilare [24, 10].

Uglietta J. (1989) [25], constatd originea arterei ulnare din
artera axilara Tn 2% din cazuri, purtand caracter monolateral,
iar Al-Sowayigh M (2013) [26] - o incidentd de 1,7%.

Chirurgii implicati Tn interventiile vasculare sau in cele re-
constructive de la nivelul membrului superior trebuie sa ia in
calcul aceste variante anatomice de bifurcare a arterei brahia-
le, pentru ca sa evite posibilele complicatii care pot surveni in
timpul operatiei.

Concluzii

Tn 2/3 din cazuri, nivelul bifurcérii arterei brahiale s-a sta-
bilitla o distanta de 1-2,5 cm mai inferior de linia interepicon-
dilarg, in 1/3 - mai distal de aceasta linie, cu exceptia cazurilor
bifurcarii inalte a arterei nominalizate.

Cel mai frecvent, artera brahiala se bifurca in ramurile sale
terminale tipice, precum sunt arterele radiald si ulnara si doar
n 9,5% din cazuri - in ramuri atipice.

Trifurcarea arterei brahiale a fost identificatd in 7,2% din
cazuri, ramurile terminale fiindu-i arterele ulnard, radiala si
recurenta radiala.

Artera brahioulnard
The brachioulnar artery

Stanga Dreaptd
Left Right

3 [3,3%) 3 [3,3%)
5 [4,9%) 5 [4,9%)
8 [4,2%) 8 [4,2%)

Rodriguez-Niedenfuhr M (2003) [19], carried out a study
on 384 upper limbs and performed a statistical analysis of the
distribution by gender and side of the body of the high origin
of the radial and ulnar arteries, obtaining the following data
given in Table 1.

In cases of a high origin of the radial and ulnar arteries,
they can arise on different levels: either from the retropecto-
ral and infrapectoral parts of the axillary artery, or from the
brachial artery, in the upper and middle third of the arm [2].

The most common arterial variant ofthe upper limb is con-
sidered to be the high origin of the radial artery encountered
with an incidence of 8-12% [20, 21, 22].

Fuss F. (1985) [23], mentioned the presence of high origin
ofthe radial artery more frequently on the right upper limb in
males.

In case of high origin ofthe ulnar artery, it most commonly
starts from the brachial artery and very rarely - from the ret-
ropectoral portion ofthe axillary artery [24, 10].

Uglietta J. (1989) [25], finds the origin of the ulnar artery
from the axillary artery in 2% of cases, having a monolateral
character, and Al-Sowayigh M (2013) [26] - pointed out an
incidence of 1.7%.

Those variations have not been confirmed in our study.
Surgeons involved in vascular or reconstructive surgery at the
level of the upper limb should take into consideration those
anatomical variants of brachial artery bifurcation in order to
avoid potential complications that may occur during surgery.

Conclusions

In 2/3 of cases the level of the brachial artery bifurcation
was established at a distance of 1-2.5 cm below the interepi-
condylar line, and in 1/3 - more distally than that line, except
for cases of high bifurcation of the mentioned artery.



Tn dependenta de gen si partea studiaté a corpului, varian-
tele de bifurcare a arterei brahiale se intdlnesc mai frecvent la
genul masculin, in aceeasi proportie pentru ambele membre
superioare.
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Ce nu este cunoscut, deocamdatd, la subiectul abordat

Rolul trombofiliei ereditare ca factor potential de risc
n dezvoltarea rezultatelor adverse ale sarcinii nu este,
deocamdata, suficient elucidat. Opiniile cercetatorilor sunt
controversate, iar evidenta stiintifica - insuficienta

Ipoteza de cercetare

Expunerea unei sinteze narative a literaturii contempo-
rane referitoare la rolul formelor de trombofilie dobandita
si congenitald, inclusiv, a formelor evidentiate recent, in dez-
voltarea rezultatelor adverse ale sarcinii mediate de placenta.

Noutatea adusa literaturii stiintifice din domeniu

Articolul prezintd o sintezd a studiilor contemporane la
nivel international privind definitiile, frecventa si patogen-
eza complicatiilor sarcinii mediate de placentd, rolul diferi-
tor forme de trombofilie dobandita si ereditara in dezvoltarea
rezultatelor adverse ale sarcinii.
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Rezumat

Introducere. Succesele obtinute la finele secolului XX1n
domeniul medicinei moleculare, biologiei si geneticii medica-
le au contribuit la evaluarea din pozitii principial noi a pato-
genezei multor complicatii obstetricale Tn sarcina, care cresc
mortalitatea fetald, infantild si materna. Pierderea recurentd
a sarcinii, nasterea prematurd, moartea intrauterind a fatului,
decolarea prematura a placentei normal inserate, retardul de
dezvoltare intrauterinad a fatului, preeclampsia severd, eclam-
psia, tromboembolismul sunt inca probleme foarte actuale
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What is not known yet, about the topic

The role of hereditary thrombophilia, as a potential risk
factor in the development of adverse pregnancy outcomes,
has not been yet sufficiently elucidated. The researchers’
opinions are controversial, and the scientific evidence is in-
sufficient.

Research hypothesis

Anarrative review of contemporary literature on the role
of acquired and congenital thrombophilia, including the re-
cently highlighted forms, in the development of adverse out-
comes of placenta-mediated pregnancy.

Avrticle’s added novelty on this scientific topic

The article presents a synthesis of contemporary interna-
tional studies on definitions, frequency and pathogenesis of
placenta-mediated pregnancy complications, the role of dif-
ferent forms of acquired and hereditary thrombophilia in the
development of adverse pregnancy outcomes.

v )

Abstract

Introduction. The medical advances at the end of the
twentieth century in the field of molecular medicine, biol-
ogy and medical genetics contributed to the evaluation of the
pathogenesis of several obstetric complications in pregnancy,
which increase fetal, infant and maternal mortality. Recurrent
pregnancy loss, premature birth, intrauterine fetal death, pre-
mature placental abruption, intrauterine growth restriction,
severe preeclampsia, eclampsia, thromboembolism are still
current problems of modern obstetrics. The discovery of dif-



mailto:diana.mitriuc@gmail.com

pentru obstetrica modernd. Descoperirea diferitor forme de
trombofilie dobandita si ereditara au elucidat mult mai am-
plu patogeneza multiplelor afectiuni, inclusiv si in obstetrica
generala.

Material si metode. Din bazele de date PubMed si Scopus
(Elsevier) au fost selectate articolele publicate Tn perioada
2000-2017 conform urmatoarelor cuvinte cheie: complicatii
obstetricale, complicatii ale sarcinii, pierdere recurenta a sar-
cinii, avort spontan recurent, trombofilie ereditara, trombofi-
lie dobandita. A fost selectata si procesata informatia cu privi-
re la definitiile, frecventa si patogeneza complicatiilor sarcinii
mediate de placenta, rolul diferitor forme de trombofilie do-
bandita si ereditard, inclusiv a formelor evidentiate recent, in
dezvoltarea rezultatelor adverse ale sarcinii.

Rezultate. Dupa procesarea informatiei din bazele de date
PubMed si Scopus (Elsevier), conform criteriilor de cdutare au
fost gasite 676 de articole privind complicatiile sarcinii la gra-
videle cu trombofilie. Bibliografia finald contine 68 de surse
relevante, care au fost considerate reprezentative pentru ma-
terialele publicate la tema acestui articol de sinteza.

Concluzii. Existd un numar mic de dovezi robuste, asoci-
ate cu rezultatele negative Tn sarcina la gravidele cu trombo-
filie congenitala. Mutatia genei factorului V Leiden G1691A si
mutatia genei protrombinei G20210A sunt asociate cu pier-
derea recurentd a sarcinii si pierderea tardiva a sarcinii, de-
ficienta proteinei S este asociata cu pierderea tardiva a sar-
cinii. Nu existd dovezi suficiente pentru a sugera o asociere a
altor forme de trombofilie congenitald cu rezultatele negative
ale sarcinii. Din cauza calitatii slabe a design-ului studiilor
de caz-control si studiilor prospective de cohorta, adesea s-a
constatat o crestere a riscului relativ al complicatiilor sarci-
nii asociate cu trombofilia congenitald, Tn special pierderea
recurenta precoce a sarcinii, pierderea fetala si preeclampsia.
Tnsd, amploarea acestei asociatii si riscul absolut raman foar-
te modeste, dar cresc semnificativ la gravidele cu complicatii
obstetricale severe.

Cuvinte cheie: complicatii ale sarcinii, pierdere recurenta
a sarcinii, trombofilie ereditara, trombofilie dobanditd

Introducere

Succesele obtinute in ultimele decenii in domeniul medici-
nei moleculare, biologiei si geneticii medicale au contribuit la
evaluarea din pozitii principial noi a patogenezei multor com-
plicata obstetricale in sarcind, care cresc mortalitatea fetald,
infantila si materna. Pierderea recurenta a sarcinii (PRS) sau
avortul spontan recurent, sarcina oprita in evolutie, nasterea
prematurd, moartea intrauterina a fatului, decolarea prematu-
ra a placentei normal inserate (DPPNI), retardul de dezvoltare
intrauterind a fatului (RDIUF), preeclampsia severa, eclam-
psia, tromboembolismul sunt incd probleme foarte actuale
pentru obstetrica moderna [1, 2, 3].

Lafinele secolului XXa fost descoperit sindromul antifosfo-
lipidic (SAF), precum si cele mai frecvente forme de defecte ge-
netice ale sistemului de hemostaza: mutatia genei factorului V
Leiden (FVL) G1691A, mutatia genei protrombinei G20210A,
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ferent forms of acquired and hereditary thrombophilia high-
lighted considerably the pathogenesis of multiple disorders,
including those related to general obstetrics.

Material and methods. The articles from the PubMed
and Scopus (Elsevier) databases, published between 2000
and 2017, were selected according to the following keywords:
obstetric complications, pregnancy complications, recurrent
pregnancy loss, recurrent miscarriage, hereditary thrombo-
philia, acquired thrombophilia. Data on definitions, frequency
and pathogenesis of placenta-mediated pregnancy complica-
tions, the role of different forms of acquired and hereditary
thrombophilia, including recently highlighted forms, in the de-
velopment of adverse pregnancy outcomes were selected and
processed.

Results. There were found 676 articles on pregnancy
complications in pregnant women with thrombophilia, af-
ter processing the PubMed and Scopus (Elsevier) databases.
The final bibliography contains 68 relevant sources, which is
considered representative for the materials published on the
topic ofthe present article.

Conclusions. There is a small amount of robust evidence
associated with adverse pregnancy outcomes in women with
congenital thrombophilia. The mutations of factor V Leiden
G1691A gene and prothrombin G20210A gene are associated
with recurrent pregnancy loss and late pregnancy loss; pro-
tein Sdeficiency is associated with late pregnancy loss. There
is no sufficient evidence to suggest an association of other
forms of congenital thrombophilia with adverse pregnancy
outcomes. Due to the poor design quality of case-control stud-
ies and prospective cohort studies, there has often been found
an increase ofthe relative risk of pregnancy complications as-
sociated with congenital thrombophilia, especially in early re-
current pregnancy loss, fetal loss and preeclampsia. However,
the magnitude ofthis association and the absolute risk remain
very modest, however, they might significantly increase in
pregnantwomen with severe obstetric complications.

Keywords: pregnancy complications, recurrent pregnancy
loss, hereditary thrombophilia, acquired thrombophilia

Introduction

The medical advances from the last decades in the field of
molecular medicine, biology and medical genetics helped to
assess, from fundamentally new perspectives, the pathogene-
sis of many obstetric complications in pregnancy, which might
increase fetal, infant and maternal mortality. Recurrent preg-
nancy loss (RPL) or recurrent miscarriage, pregnancy stopped
in development, preterm birth, intrauterine fetal death, pre-
mature placenta abruption (PPA), intrauterine growth restric-
tion (IUGR), severe preeclampsia, eclampsia, thromboembo-
lism are still current problems in modern obstetrics [1, 2, 3].

Atthe end ofthe 20th century, antiphospholipid syndrome
(APhS) and the most common forms of genetic defects of the
haemostasis system were discovered like: factor V Leiden
G1691A gene mutation (FVL), prothrombin G20210A gene
mutation, polymorphisms of folic acid metabolism regulation
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polimorfismele genelor de reglementare a metabolismului de
acid folic si homocisteina - mutatia genelor metilentetrahi-
drofolatreductaza (MTHFR) C677T, MTHFR A1298C, metionin
sintaza (MTR) A2756G si metionin sintaza-reductaza (MTRR)
AB6G, polimorfismul genei inhibitorului activatorului plasmi-
nogenului (PAI-1), polimorfismul receptorilor de trombocite.
Aceste forme de trombofilie dobandita si ereditard predispun
la diferite complicatii trombotice, au elucidat mult mai amplu
patogeneza multiplelor afectiuni si actualmente sunt conside-
rate un grup separat de cauze ale complicatiilor sarcinii medi-
ate de placenta [1, 4].

Scopul lucrarii prezente constd in studierea rezultatelor
adverse ale sarcinii la femeile cu diferite forme de trombofilie
dobandita si congenitala.

Material si metode

Publicatiile au fost selectate din bazele de date PubMed
si Scopus (Elsevier) dupa cuvintele cheie: complicatii obste-
tricale, complicatii ale sarcinii, pierdere recurenta a sarcinii,
avort spontan recurent, trombofilie ereditara, trombofilie do-
banditd. Au fost selectate toate publicatiile in limba engleza,
Tncepénd cu luna ianuarie 2000. Sursele includ, de asemenea,
articole publicate Tn Republica Moldova. Dupa o analiza preli-
minara a titlurilor, in bibliografia finala au fost incluse articole
originale, editoriale, articole de sinteza narativa, sistematica
si meta-analiza, care contineau informatii noi si concepte con-
temporane despre complicatiile sarcinii mediate de placenta
la femeile cu diferite forme de trombofilie dobandita si con-
genitald. Aditional, a fost studiata bibliografia articolelor se-
lectate, cu scopul de a gasi alte articole relevante pe aceasta
temd. A fost selectatd si procesata informatia despre definiti-
ile, frecventa si patogeneza complicatiilor sarcinii mediate de
placenta, rolul diferitor forme de trombofilie dobandita si ere-
ditard, inclusiv, a formelor evidentiate recent, in dezvoltarea
rezultatelor adverse ale sarcinii.

Rezultate

Dupa procesarea informatiei din bazele de date PubMed si
Scopus (Elsevier), conform criteriilor de cautare au fost selec-
tate 676 de articole privind complicatiile sarcinii la gravidele
cu trombofilie. Bibliografia finala contine 68 de surse relevan-
te, care au fost considerate reprezentative pentru materialele
publicate la tema acestui articol de sinteza.

Publicatiile, continutul carora nu reflectau rezultatele pri-
vind complicatiile sarcinii la gravidele cu trombofilie, desi au
fost selectate de programul de cdutare, precum si articolele
care nu au fost accesibile pentru vizionare libera si prin baza
de date HINARI (Health Internet Work Access to Research Ini-
tiative) sau disponibile Tn biblioteca stiintifica medicald a Uni-
versitdtii de Stat de Medicina si Farmacie ,,Nicolae Testemita-
nu” au fost excluse din listd.

Vom descrie succint asocierea dintre complicatiile sarcinii
si diferite forme de trombofilie congenitala sau dobandita atat
din punct de vedere cantitativ, cat si din punct de vedere cali-
tativ.

Pierderea recurenta a sarcinii

Termenul de avort spontan este, adesea, folosit pentru a de-
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and homocysteine genes - mutation of methylentetrahydrofo-
late reductase (MTHFR) C677T, MTHFR A1298C, methionine
synthase (MTR) A2756G and methionine synthase-reductase
(MTRR) A66G genes, plasminogen activator (PAI-1) inhibitor
gene polymorphism, platelet receptor polymorphism. These
forms of acquired and hereditary thrombophilia, which are
predisposing to various thrombotic complications, have wide-
ly elucidated the pathogenesis of multiple disorders and are
currently considered a separate group of causes of placenta-
mediated pregnancy complications [1, 4].

The purpose ofthe work is to study the adverse outcomes
of pregnancy in women with different forms of acquired and
congenital thrombophilia.

M aterial and methods

The publications were selected from the PubMed and
Scopus (Elsevier) databases, using the following keywords:
obstetric complications, pregnancy complications, recurrent
pregnancy loss, recurrent miscarriage, hereditary throm-
bophilia, acquired thrombophilia. There have been selected
all the articles published in English since January 2000. The
references also include articles published in the Republic of
Moldova. Following a preliminary analysis of the titles, the
final bibliography included original, editorial, narrative syn-
thesis, systematic and meta-analysis articles containing new
information and contemporary concepts on placenta-mediat-
ed pregnancy complications in women with different forms
of acquired and congenital thrombophilia. Additionally, the
bibliography of the selected articles was studied, in order to
find other relevant articles on the topic. There was selected
and processed the information on definitions, frequency and
pathogenesis of placenta-mediated pregnancy complications,
as well as the role of different forms of acquired and heredi-
tary thrombophilia, including recently revealed forms, in the
development of adverse pregnancy outcomes.

Results

After processing the information from the PubMed and
Scopus databases (Elsevier), according to the search criteria,
there were selected 676 articles on pregnancy complications
in women with thrombophilia. The final bibliography contains
68 relevant sources, considered representative for the materi-
als published on the topic of the synthesis article.

The publications, which did not reflect the results of preg-
nancy complications in women with thrombophilia, although
they were selected by the search program, as well as the ar-
ticles that were not accessible for free viewing and via the
HINARI (Health Internet Work Access to Research Initiative)
database, nor available in the medical scientific library of the
Nicolae Testemitanu State University of Medicine and Pharma-
cy, were excluded from the list.

The association between pregnancy complications and
different forms of congenital or acquired thrombophilia are
briefly described both quantitatively and qualitatively.

Recurrentpregnancy loss

The term miscarriage is often used to define pregnancy



fini pierderea sarcinii din momentul conceptiei pana la 20 de
saptamani de gestatie. Ulterior, pierderea sarcinii este numita
moartea fatului sau nastere cu copil mort. Pierderea precoce
a sarcinii defineste lipsa activitatii cardiace fetale pana la 12
saptamani de gestatie, iar pierderea tardiva a sarcinii - lipsa
activitatii cardiace fetale dupa 12 saptdamani de gestatie [5, 6].

Definitiile uzuale ale PRS, cunoscutd si ca avort spontan
repetat, includ urmatoarele: 1) doud sau mai multe pierderi
de sarcind in primul trimestru (pana la 12 sdptamani de ges-
tatie), documentate prin ecografie sau examen histopatologic,
2) trei sau mai multe pierderi de sarcina consecutive pana la
10-12 saptamani de gestatie, care nu sunt obligatoriu intrau-
terine [2, 4, 7].

Pierderea fetald este una dintre cele mai frecvente compli-
catii vasculare placentare, legate cu trombofilia, cu un impact
psiho-social semnificativ. Aproximativ 25% din conceptii Si
12-19% din toate sarcinile recunoscute clinic se incheie cu
un avort spontan. Marea majoritate a pierderilor de sarcind
sunt precoce (<12 saptamani de gestatie) si doar 1-2% din
sarcini sunt pierdute dupd 12 saptdmani de gestatie, inclusiv
0,2-0,5% 1n trimestrul trei. Mai mult, 3 sau mai multe pierderi
succesive ale sarcinii afecteaza circa 1-2%, 2 sau mai multe
pierderi succesive ale sarcinii afecteaza circa 3-5% si 1 pier-
dere a sarcinii afecteaza circa 9-13% din femeile de varsta
reproductiva [1, 8, 9, 10]. Frecventa pierderii sarcinii este de
24-30% dupa 2 pierderi succesive de sarcind, 30-45% dupa
3 pierderi succesive de sarcina si peste 40% dupa 4 pierderi
succesive de sarcina [1, 11]. Din fericire, 90% dintre femei au
o sarcina normald si un copil sanadtos dupa un avort spontan in
antecedente, 50-60% dintre femei - dupa 2 avorturi spontane
si 40% dintre femei - dupa 3 avorturi spontane [6].

Tn pofida multiplelor investigatii, PRS ramane o problema
grava de fertilitate cu etiologie multifactoriala poligenica si
patogeneza inexplicabilda la multe paciente. Au fost propuse
mai multe ipoteze etiopatogenice, inclusiv aberatii cromozo-
miale (7%), malformatii uterine (10%), tulburdri endocrine
(15%), tulburari de hemostaza (62%) si cauze inexplicabile
(6%) [1, 7, 10, 12].

Sistemul hemostatic are un rol important in dezvoltarea
normala si succesul sarcinii, procesul de implantare, invazie si
dezvoltare normala a trofoblastului si placentatie. Implanta-
rea ovulului fertilizat in decidua uterind stabileste un contact
ntre fat, placenta si circulatia materna care este crucial pentru
succesul sarcinii. Modificdrile protrombotice si tromboza pot
interfera cu aceste procese, contribuind la consecinte severe,
inclusiv avort spontan, si pot explica multe cazuri inexplicabi-
le de PRS anterioare [5, 6, 8, 13].

Trombofilia dobandita este o cauza bine stabilita de pier-
dere a sarcinii. Prezenta anticorpilor antifosfolipidici (AAF)in
timpul sarcinii este un factor de risc major pentru un rezultat
negativ al sarcinii. SAF este constant asociat cu un risc cres-
cut de TEV, 0 cauzd majora a pierderii precoce a sarcinii (pana
la 10 sdptamani de gestatie) si a pierderii fetale inexplicabile
(dupa excluderea cauzelor cunoscute ale avortului) [11, 14,
15, 16, 17].

Pierderea fetald dupa a 10-a sdptamana si pierderile em-
brionare consecutive recurente pana la a 10-a saptamana
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loss up to 20 weeks ofgestation. Subsequently, pregnancy loss
is called the death of unborn child or stillbirth. Early pregnan-
cy loss defines the lack of fetal cardiac activity up to 12 weeks
of gestation, and late pregnancy loss - lack of fetal cardiac ac-
tivity after 12 weeks of gestation [5, 6].

Common definitions of RPL, also known as repeated spon-
taneous abortion, include: 1) two or more pregnancy losses in
the first trimester (up to 12 weeks of gestation), confirmed by
ultrasound or histopathological examination, 2) three or more
consecutive pregnancy losses up to 10-12 weeks of gestation,
which are not compulsorily intrauterine [2, 4, 7].

Fetal loss is one of the most common placental vascular
complications associated with thrombophilia, having a sig-
nificant psychological and social impact. About 25% of preg-
nancies and 12-19% of all clinically recognized pregnancies
result in miscarriage. Most cases of pregnancy losses are pre-
mature (<12 weeks of gestation) and only 1-2% of pregnan-
cies are lost after 12 weeks of gestation, including 0.2-0.5%
in the third trimester. Furthermore, three or more successive
pregnancy losses affect about 1-2% of women of reproduc-
tive age, two or more successive pregnancy losses affect about
3-5% and one pregnancy loss affects about 9-13% of women
of reproductive age [1, 8, 9, 10]. The frequency of pregnancy
loss is 24-30% after two successive pregnancy losses, 30-45%
after three successive pregnancy losses and over 40% after
four successive pregnancy losses [1, 11]. Fortunately, 90% of
women have a normal pregnancy and a healthy child after ex-
periencing a miscarriage in their medical history, 50-60% of
women after two spontaneous abortions and 40% of women
after three spontaneous abortions [6].

Despite multiple investigations, RPL remains a serious
fertility problem with a polygenic multifactorial etiology and
unexplained pathogenesis in many patients. Anumber of etio-
pathogenic hypotheses have been proposed, including chro-
mosomal aberrations (7%), uterine malformations (10%),
endocrine disorders (15%), haemostasis disorders (62%) and
unexplained causes (6%) [1, 7, 10, 12].

The hemostatic system plays an importantrole in the nor-
mal development and successful pregnancy, implantation,
invasion and normal development of trophoblast and placen-
tation. The implantation of the fertilized egg in the uterine
decidua establishes a contact between the fetus, placenta and
the maternal circulation that is crucial for a pregnancy suc-
cess. Prothrombotic changes and thrombosis may interfere
with these processes, contributing to severe consequences,
including miscarriage, and may account for many unexplained
cases of previous RPL [5, 6, 8, 13].

Acquired thrombophilia is a well-established cause of
pregnancy loss. The presence of antiphospholipid antibodies
(APhAs) during pregnancy is a major risk factor for a negative
pregnancy outcome. APhS is consistently associated with an
increased risk of VTE, a major cause of early pregnancy loss
(up to 10 weeks of gestation) and unexplained fetal loss (after
excluding the known causes of miscarriage) [11, 14, 15, 16,
17].

]Fetal loss after the 10th week and consecutive recurrent
embryo losses up to the 10th week are the hallmarks of APhS
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sunt semnele distinctive ale SAF [18]. Aproximativ 15-20%
de sarcini la femeile cu SAF sunt complicate de PRS dupd 9
saptamani (cel putin 50% dintre acestea au loc dupa a 10-a
saptdmana de gestatie), DPPNI, preeclampsie, RDIUF si moar-
te fetald tardiva [11]. Circa 5-20% dintre femeile care prezinta
avort spontan recurent sunt diagnosticate cu SAF, desi interva-
lul efectiv raportat variazd intre 8% si 42% [1].

Conform unei meta-analize, anticoagulantii lupici au fost
semnificativ asociati cu pierderea tardiva a sarcinii (pana la
a 24-a sdptdamana de gestatie), fara nici o dovada de asociere
cu pierderea precoce a sarcinii (pana la a 13-a saptamana de
gestatie). Rezultate similare au fost obtinute pentru anticorpii
anti-p2-glicoproteina-1 [18]. Dimpotriva, anticorpii anticardi-
olipinici au fost asociati cu PRS precoce si tardive, iar grupul
de gravide pozitive pentru toate trei tipuri de AAF aveau cel
mai mare risc de PRS dupa 10 saptamani de gestatie [18, 19].

Tn timp ce rolul trombofiliei dobandite a fost acceptata ca
un factor etiologic pentru PRS, contributia polimorfismelor
genelor trombofilice specifice ereditare este controversata.
Circa 52% dintre gravidele cu complicatii obstetricale severe
(preeclampsie severd, RDIUF, DPPNI, nastere cu fat mort) au
avut cel putin una dintre principalele trei mutatii trombofi-
lice (mutatia genei FVL G1691A, mutatia genei protrombinei
G20210A si mutatia genei MTHFR C677T) [20]. Printre feme-
ile cu trombofilie congenitalda (mutatia genei FVL G1691A, de-
ficienta proteinei C deficienta proteinei S, deficienta de anti-
trombina - AT, defecte combinate), pierderea fetald a fost con-
statatd Tn 29,4% cazuri [21]. Tn plus, trombofilia congenitala
sau dobandita a fost diagnosticata in 50-65% dintre femeile
cu antecedente de pierderi fetale inexplicabile [5, 6, 8, 13, 20].

Ungrup de mutatii ale genelor trombogenice, indeosebi, di-
ferite combinatii ale acestora: FVL G1691A, factorul VH1299R
(R2), factorul Il protrombina G20210A, factorul Xl V34L,
P-fibrinogen G-455A, PAI-1 4G/5G, glicopropeina Illa L33P,
MTHFR C677T si MTHFR A1298C - pot identifica persoane-
le cu risc pentru PRS. La examenul individual, 3 dintre aceste
mutatii (PAI-1 4G/5G, p=0,009; factorul XllIl V34L, p<0,0001 si
MTHFR C667T homozigot, p=0,0001) coreleaza statistic sem-
nificativ cu PRS, comparativ cu lotul martor. Celelalte 6 gene
mutante, cumulativ, de asemenea, coreleaza statistic semnifi-
cativ cu PRS (p<0,0001) [22].

Mai multe studii (retrospective, prospective, de caz-con-
trol, de cohorta, transversale, clinice) si meta-analize contem-
porane nu au depistat nici o0 asociere sau au constatat o aso-
ciere foarte slabd cu un risc absolut foarte mic intre diferite
forme de trombofilii congenitale sau combinatiile acestora si
PRS [1, 4, 14, 23, 24]. Cea mai recenta si bine conceputa revi-
zuire sistematica si meta-analiza privind asocierea trombofili-
ei congenitale si complicatiilor sarcinii mediate de placenta a
relevat un risc absolut sporit, dar mic si semnificativ statistic,
de PRS tardiva la femeile cu mutatia genei FVL G1691A [24].

Se acumuleazad un numdr tot mai mare de dovezi (meta-
analize, studii transversale, studii de caz-control), care suge-
reaza o asociere semnificativa a pierderii tardive a sarcinii si
PRS precoce inexplicabile cu diferite trombofilii congenita-
le (mutatia genei FVL G1691A, mutatia genei protrombinei
G20210A, mutatia genei MTHFR C677T, mutatia genei MTHFR
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[18]. About 15-20% of pregnancies in women with APhS are
complicated by RPL after 9 weeks (at least 50% of them oc-
cur after the 10th week of gestation), PPA, preeclampsia, IUGR
and late fetal death [11]. About 5-20% of women with recur-
rent miscarriage are diagnosed with APhS, although the actual
reported range varies between 8% and 42% [1].

A meta-analysis showed that lupus anticoagulants were
significantly associated with late pregnancy loss (up to the
24th week of gestation), with no evidence of association with
early pregnancy loss (up to the 13th week of gestation). Simi-
lar results were obtained for anti-p2-glycoprotein-1 antibod-
ies [18]. Otherwise, anti-cardiolipin antibodies were associat-
ed with early and late RPL, and the group of pregnant women
positive for all the three types of APhAs showed the highest
risk of RPL after 10 weeks of gestation [18, 19].

While the role of acquired thrombophilia has been accept-
ed as an etiological factor for RPL, the contribution of specific
hereditary thrombophilic gene polymorphisms is controver-
sial. About 52% of pregnant women with severe obstetric
complications (severe preeclampsia, IUGR, PPA, stillbirth) had
at least one of the three major thrombophilic mutations (FVL
G1691A gene mutation, prothrombin G20210T gene muta-
tion, and MTHFR C677T gene mutation) [20]. Among women
with congenital thrombophilia (FVL G1691A gene mutation,
protein C deficiency, protein S deficiency, antithrombin defi-
ciency-AT, combined defects), fetal loss was found in 29.4% of
cases [21]. In addition, congenital or acquired thrombophilia
was diagnosed in 50-65% of women with a history of unex-
plained fetal loss [5, 6, 8, 13, 20].

A group of thrombogenic gene mutations, especially dif-
ferent combinations as FVL G1691A, factor V H1299R (R2),
factor Il prothrombin G20210A, factor XIIl VV34L, p-fibrinogen
G-455A, PAI-1 4G/ 5G, glycopropein llia L33P, MTHFR C677T
and MTHFR A1298C, can identify people at risk for RPL.
Upon individual examination, three ofthese mutations (PAI-1
4G/5G, p =0.009; factor Xl V34L, p<0.0001 and homozygous
MTHFR C667T, p=0.0001) correlated statistically significantly
with RPL, compared with the control group. The other six mu-
tant genes, cumulatively, also correlated statistically signifi-
cantly with RPL (p<0.0001) [22].

Several studies (retrospective, prospective, case-control,
cohort, cross-sectional, clinical) and contemporary meta-
analyses have not found any association or only a very weak
association with a very low absolute risk between different
forms of congenital thrombophilia or their combinations
and RPL [1, 4, 14, 23, 24]. The most recent and well-designed
systematic review and meta-analysis of the association of
congenital thrombophilia and placenta-mediated pregnancy
complications revealed an increased absolute risk, as well as a
statistically significant low risk of late RPL in women with FVL
G1691A gene mutation [24].

An increasing number of evidences have been reported
(meta-analyses, cross-sectional studies, case-control studies),
suggesting a significant association of late pregnancy loss and
early unexplained RPL with different congenital thrombophil-
ia (FVL G1691A gene mutation, prothrombin G20210A gene
mutation, MTHFR C677T gene mutation, MTHFR A1298C



A1298C, mutatia genei p-fibrinogen G-455A, deficienta prote-
inei C deficienta proteinei S) [1, 4, 8, 12, 13, 14, 15, 23, 25,
26]. Dovezi robuste pentru o astfel de asociere prezinta muta-
tia genei FVL G1691A, mutatia genei protrombinei G20210A,
hiperhomocisteinemia si AAF. Acesti patru factori reprezinta
peste 90% din defectele de coagulare identificabile, consta-
tate la pacientii cu tromboza venoasa. Prin urmare, nu este
surprinzator ca acesti factori sunt primii, care sunt asociati
semnificativ statistic cu PRS [1, 4, 8, 12, 13, 14, 15, 23, 25,26].

In trei analize sistematice si meta-analize, care au inclus
studii de caz-control, studii prospective de cohortd, studii
transversale si studii randomizate controlate, doar mutatia
heterozigotd a genei FVL G1691A a fost asociata cu PRS preco-
ce si tardive si pierderile fetale non-recurente tardive, mutatia
heterozigota a genei protrombinei G20210A - cu PRS precoce
si pierderile fetale non-recurente tardive, iar deficienta pro-
teinei S - cu PRS si pierderile fetale non-recurente tardive.
Deficienta proteinei C si deficienta AT nu au fost asociate cu
pierderile fetale [13, 27, 28].

O revizuire sistematica a literaturii cu 16 studii de caz-
control pentru analiza mutatiei genei FVL G1691A si 7 studii
de caz-control pentru analiza mutatiei genei protrombinei
G20210A, care a definit PRS ca 2 sau mai multe pierderi de sar-
cinan primul sau al doilea trimestru de sarcind, a constatat un
risc dublu de PRS la femeile cu trombofilie congenitald, com-
parativ cu femeile fara trombofilie. Autorii au concluzionat ca
trombofilia ereditara poate fi o cauza nerecunoscuta a PRS [26].

Conform unei meta-analize, care a inclus 31 de studii ba-
zate pe populatie, magnitudinea corelatiei dintre trombofilia
congenitala si pierderea fetald variaza in functie de momen-
tul pierderii fetale si tipul de trombofilie. Doar unele forme
de trombofilii congenitale sunt asociate cu pierderile fetale.
Tn primul trimestru, PRS a fost asociatd cu mutatia genei FVL
G1691A si mutatia genei protrombinei G20210A, iar pierde-
rea fetalda non-recurentd tardivd a fost asociatd cu mutatia
genei FVL G1691A, mutatia genei protrombinei G20210A si
deficienta proteinei S. Mutatia genei FVL G1691A era asociata
mai puternic cu pierderea tardiva a sarcinii, decat cu pierde-
rea precoce a sarcinii, i in cazul excluderii altor cauze potenti-
ale ale pierderii fetale. Mutatia genei MTHFR C677T, deficienta
proteinei Csi deficienta de AT nu au fost asociate semnificativ
cu pierderea fetald [27].

Conform unui studiu prospectiv mare de caz-control (Eu-
ropean Prospective Cohort on Thrombophilia - EPCOT),
care a inrolat 1.384 de femei (843 de femei cu trombofilie
si 541 de femei martor), a fost evaluata frecventa avortului
spontan (pierdere fetald pana si la a 28-a saptamana de ges-
tatie) si frecventa nasterii cu fat mort (pierdere fetald dupa
28 de sdptamani de gestatie), impreuna si separat. Studiul a
relevat o asociere statistic semnificativa a pierderii sarcinii la
gravidele cu trombofilii congenitale, in special la femeile cu
defecte combinate sau cu deficientd de AT pentru nastere cu
copil mort. Femeile cu trombofilie congenitald (deficienta de
AT, deficienta proteinei Csi deficienta proteinei S sau mutatia
genei FVL G1691A) au un risc de 3,6 ori mai mare de nastere
cu fat mort si un risc de 1,3 ori mai mare de avort spontan. Cel
mai mare risc de nastere cu fat mort, au prezentat femeile cu
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gene mutation, G-455A p-fibrinogen gene mutation, protein
C deficiency, protein S deficiency) [1, 4, 8, 12, 13, 14, 15, 23,
25, 26]. Considerable evidence for such an association shows
FVL G1691A gene mutation, prothrombin G20210A gene mu-
tation, hyperhomocysteinemia and APhAs. These four factors
account for over 90% ofidentifiable coagulation defects found
in patients with venous thrombosis. Therefore, it is not sur-
prising that these factors are the first to be statistically signifi-
cantly associated with RPL [1, 4, 8, 12, 13, 14, 15, 23, 25, 26].

In three systematic analyses and meta-analyses, which in-
cluded case-control studies, prospective cohort studies, cross-
sectional studies, and randomized controlled trials, only the
heterozygous mutation of FVL G1691A gene was associated
with early and late RPL and late non-recurrent fetal loss, het-
erozygous prothrombin G20210A gene mutation - with early
RPL and late non-recurrent fetal losses, and protein S defi-
ciency - with RPL and late non-recurrent fetal losses. Protein
Cdeficiency and AT deficiency were not associated with fetal
loss [13, 27, 28].

A systematic literature review with 16 case-control stud-
ies, analyzing FVL G1691A gene mutation , as well as 7 case-
control studies, analyzing prothrombin G20210A gene muta-
tion, which defined RPL as two or more pregnhancy losses in
the first or second trimester of pregnancy, found a double risk
of RPL in women with congenital thrombophilia, compared
with women without thrombophilia. The authors concluded
that hereditary thrombophilia may be an unrecognized cause
of RPL [26].

A meta-analysis, which included 31 population-based
studies, showed that the magnitude of correlation between
congenital thrombophilia and fetal loss varies in time of fetal
loss and type of thrombophilia. Only some forms of congenital
thrombophilia are associated with fetal loss. In the first tri-
mester, RPL was associated with FVL G1691A gene mutation
and prothrombin G20210A gene mutation, and late non-re-
current fetal loss was associated with FVL G1691A gene muta-
tion, prothrombin G20210A gene mutation and protein S defi-
ciency. The mutation of FVL G1691A gene was more strongly
associated with late pregnancy loss, rather than with early
pregnancy loss, whereas other potential causes of fetal loss
being excluded. The mutation of MTHFR C677T gene, protein
C deficiency, and AT deficiency were not significantly associ-
ated with fetal loss [27].

A large prospective case-control study (European Pro-
spective Cohort on Thrombophilia - EPCOT) was conducted
on 1,384 women (843 women with thrombophilia and 541
control women). The frequency of miscarriage (fetal loss
up to and at the 28th week of gestation) and the frequency
of stillbirth (fetal loss after 28 weeks of gestation) were as-
sessed together and separately. The study revealed a statisti-
cally significant association of pregnancy loss in women with
congenital thrombophilia, especially in women with com-
bined defects or AT deficiency with stillbirth. Women with
congenital thrombophilia (AT deficiency, protein Cdeficiency
and protein Sdeficiency or FVL G1691A gene mutation) show
a 3.6-time higher risk of stillbirth and a 1.3 - time higher risk
of miscarriage. Women with combined defects had the highest
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defecte combinate (14,3), comparativ cu 5,2 pentru deficienta
de AT, 2,3, pentru deficienta proteinei C 3,3, pentru deficienta
proteinei Ssi 2,0, pentru mutatia genei FVL G1691A. Rezul-
tatele obtinute au implicatii importante pentru tratament si
oferd o justificare pentru studiile clinice de tromboprofilaxie
la femeile cu PRS [16, 21, 29].

n general, datele descrise anterior sugereaza o relatie cla-
ra Tntre trombofiliile congenitale si rezultatele negative ale
sarcinii [18, 30]. Cutoate acestea, loturile eterogene si mici de
studiu, diferentele in design-ul, etnia, localizarea geografica
si realizarea studiilor pot avea impact asupra rezultatelor, li-
mitand puterea statistica a cercetarii, validitatea concluziilor
extrase si importanta practica a fenomenelor studiate [10, 18].
Din aceste motive, unii savanti considerd ca dovezile de asoci-
ere a trombofiliilor congenitale cu pierderile sarcinii trebuie
interpretate cu prudentd, deoarece sunt inca slabe si necon-
vingatoare, lipsite de integrarea sistematica a clasificarii si co-
factorilor [9, 10, 18, 31].

Femeile cu trombofilii combinate, indeosebi cu trombofi-
lii congenitale asociate cu trombofilii dobandite sau 2 si mai
multe trombofilii congenitale, prezintd cel mai mare risc pen-
tru PRS precoce si tardive [1, 4, 13, 21, 26, 39]. O meta-anali-
za si studii de caz-control au confirmat ca mutatia genei FVL
G1691A este un factor de risc slab, dar bine stabilit, pentru
PRS inexplicabile (2 sau mai multe evenimente consecutive)
si pentru 1 sau mai multe pierderi fetale tardive, cu cresterea
riscului de 2-7 ori. Risc crescut semnificativ (de 2,5 ori pen-
tru PRS precoce si de 2,3 ori pentru pierderea fetala tardiva
non-recurentd) a fost determinat si la gravidele cu mutatia
genei protrombinei G20210A. O crestere de 2 ori a riscului
de pierderi fetale in rdndul gravidelor cu deficienta AT, defi-
cienta proteinei C, deficienta proteinei Ssi mutatia genei FVL
G1691A a fost raportata in mai multe studii [32].

Un studiu populational de amploare, care a evaluat 32.683
de femei non-trombotice cu prima sarcina, a relevat o asocia-
tie amutatiei heterozigote a genei FVL G1691A si mutatiei ge-
nei protrombinei G20210A cu o crestere semnificativa a riscu-
lui de avort spontan (de 3,2 ori si de 2,4 ori, respectiv). Relatia
a fost semnificativa doar in grupul de femei care au avut avort
spontan de laa 10-a saptamana de gestatie (de 3,5 ori si de 2,6
ori, respectiv) [32, 33, 34].

Tn ultimii ani, a devenit tot mai evidenta asocierea PRS cu
polimorfismele genelor hipofibrinolitice (mutatiile genelor
factorului de coagulare X1l V34L, PAI-1 4G/4G, PAI-1 4G/5G si
ACE I/D [36, 37, 38]. Mutatiile genelor PAI-1 4G/5G si MTHFR
C677T de tip homozigot la femeile cu PRS si mutatiile genelor
FVL G1691A, factorului V H1299R, ACE I/D de tip heterozigot
la ambii parinti joacad un rol crucial in PRS si trebuie conside-
rati ca factori de risc pentru avorturile spontane. Tn plus, PRS
este determinata de mutatiile genetice trombofilice la ambii
parinti (nu doar de mutatiile genetice materne) [40]. Cu toate
acestea, 0 meta-analizd, care a evaluat 11 studii cu un numar
total de 1.545 de femei cu PRS si 960 de femei normale, nu
a identificat asociatii ale mutatiei genei PAI-1 4G/5G cu PRS
idiopatica, inclusiv mai mult de 2 sau 3 avorturi recurente, in
populatiile de caucazieni si non-caucazieni, insa a fost identifi-
cata o mare eterogenitate in studiile incluse [39].
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risk of stillbirth (14.3), compared with 5.2 for AT deficiency,
2.3 for protein C deficiency, 3.3 for protein S deficiency and
2.0 for FVL G1691A gene mutation. The results obtained have
important implications for treatment and provide a rationale
for clinical studies ofthromboprophylaxis in women with RPL
[16, 21, 29].

In general, the above mentioned data suggest a clear re-
lationship between congenital thrombophilia and negative
pregnancy outcomes [18, 30]. However, small heterogeneous
study groups, design differences, ethnicity, geographical loca-
tion and conducting studies may affect the results, limiting
the statistical research power, the validity of conclusions and
the practical importance of the phenomena studied [10, 18].
For these reasons, some researchers believe that the evidence
for the association of congenital thrombophilia with pregnan-
cy loss should be cautiously interpreted, since they are still
weak and unconvincing, lacking a systematic integration of
classification and co-factors [9, 10, 18, 31].

Women with combined thrombophilia, especially congeni-
tal thrombophilia, associated with acquired thrombophilia
or two and more types of congenital thrombophilia, have the
highest risk for developing early and late RPL [1, 4, 13, 21, 26,
39]. A meta-analysis and case-control studies confirmed that
FVL G1691A gene mutation is a weak risk factor, but a well-
established one for unexplained RPL (two or more consecu-
tive events) and for one or more late fetal losses, with a risk
increase by 2-7 times. A significantly increased risk (2.5-fold
for early RPL and 2.3-fold for late non-recurrent fetal loss)
was also determined in pregnant women with prothrombin
G20210A gene mutation. A 2-fold increase in the risk of fetal
loss among pregnant women with AT deficiency, protein Cde-
ficiency, protein S deficiency and FVL G1691A gene mutation
has been reported in several studies [32].

Alarge population study, assessing 32,683 non-thrombotic
primigravida women, revealed an association of heterozygous
FVL G1691A gene mutation and prothrombin G20210A gene
mutation with a significant increase in the risk of miscarriage
(3.2 times and 2.4 times, respectively). The relationship was
significant only in the group of women with miscarriage from
the 10th week of gestation (3.5 times and 2.6 times respec-
tively) [32, 33, 34].

In recent years, the association of RPL with of hypofibri-
nolytic gene polymorphisms (mutations of coagulation factor
Xl genes V34L, PAI-1 4G/ 4G, PAI-1 4G/ 5G and ACE 1/D)
has become increasingly evident [36, 37, 38]. The mutations
of PAI-1 4G/5G and MTHFR C677T homozygous genes in
women with RPL and FVL G1691A gene mutations, factor V
H1299R, heterozygous ACE I/D type in both parents play a
crucial role in RPL and should be considered as risk factors for
miscarriage. In addition, RPL is determined by thrombophilic
genetic mutations in both parents (not just maternal genetic
mutations) [40]. However, a meta-analysis, which evaluated
11 studies with a total number of 1,545 of women with RPL
and 960 normal women, did not identify any associations of
PAI-1 4G / 5G gene mutation with idiopathic RPL, including
more than two or three recurrent miscarriages, in Caucasian
and non-Caucasian populations, but a high heterogeneity was



Asadar, s-a demonstrat cu certitudine ca SAF este unica
trombofilie dobandita, asociata cu PRS si cu alte rezultate ad-
verse ale sarcinii. Tn cele mai multe cazuri, evolutia sarcinii la
gravidele cu trombofilie congenitala este lipsitd de evenimen-
te. Cu toate acestea, exista dovezi precum ca femeile cu ori-
ce tip de defect tromboembolic, Tndeosebi cu o combinatie a
acestora, au o prevalentd mai mare a complicatiilor in sarcina
[42]. Desi rezultatele studiilor publicate sunt contradictorii,
cele mai multe comentarii, totusi, sugereaza o asociere a PRS
cu mutatia genei FVL G1691A si mutatia genei protrombinei
G20210A, rezultate care variaza in diferite populatii, reflec-
tdnd si o interactiune a mai multor factori de risc genetici si
dobéanditi [8, 34].

Cu toate cd datele randomizate solide pentru acest subiect
lipsesc, analiza rezultatelor existente a relevat ca nu exista nici
o relatie intre trombofiliile congenitale si PRS, sau trombofi-
liile ereditare au un impact redus asupra complicatiilor me-
diate de placenta, fapt ce explica, probabil, prin diferentele in
design-ul studiului, prevalenta relativ scazutd a unor forme de
trombofilii congenitale si a numarului mic de participanti in
studiu, diferente in criteriile de includere si excludere, inclu-
derea in diferite studii a populatiilor eterogene de pacienti si
aplicarea diferitor definitii ale complicatiilor care nu au per-
mis de a identifica cresteri importante ale riscului de PRS. Aso-
cierile obtinute Tn unele studii pot fi cauzate de frecventa mai
mare a acestor mutatii Tn populatie, ceea ce nu reflecta relatia
de cauzalitate [41].

Preeclampsia

Preeclampsia este un sindrom inflamator multisistemic
tot mai frecventintélnit, dar slab inteles, al sarcinii, asociat cu
dezvoltarea placentarda anormala si tulburari ale homeostaziei
care duc la circulatie feto-maternala inadecvata, determinata
de disfunctia endoteliald, vasoconstrictie, ischemie placenta-
ra, hipercoagulare cu tromboza uteroplacentara [4, 14, 43].

Tn functie de populatia studiata si definitiile utilizate, inci-
denta preeclampsiei la gravide este de 2-10% la nivel mondial,
aproximativ 6% reprezinta forma severa. Circa 15-2 0% din mor-
talitatea maternd, 16,6% din decesele perinatale si 15% din nas-
terile premature la femeile din tarile dezvoltate sunt atribuite
preeclampsiei si eclampsiei [10, 43, 44, 45]. Circa 40% din toate
gravidele cu preeclampsie prezinta si trombofilie, indicator de 4
ori mai mare decat la femeile fard preeclampsie [34].

Trombofiliile (dobandite si congenitale] pot contribui par-
tial la dezvoltarea si severitatea preeclampsiei prin dereglari
ale sistemului hemostatic: starea de hipercoagulabilitate cu
vasculopatie si tromboza secundara deregleaza perfuzia spa-
tiului intervilos, contribuie la dezvoltarea infarctului placen-
tar, RDIUF, DPPNI, nasterii premature si decesului intrauterin
fetal [3, 13, 16, 21, 44].

Cele mai multe studii au stabilit asocierea preeclampsiei
severe cu debut precoce si AAF [11, 14, 23, 46]. Chiar daca nu
se cunoaste exact relatia dintre AAF si aparitia complicatiilor
obstetricale, AAF sunt detectati ih 11-29% dintre femeile cu
preeclampsie, comparativ cu 7% sau mai putin la femeile fara
preeclampsie. Mai mult ca atat, rezultatele studiilor prospec-
tive de cohortd au constatat dezvoltarea preeclampsiei la 10-
50% dintre gravidele cu concentratii mari de AAF [47].
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identified in the studies included [39].

Therefore, it has been demonstrated that APhS is the only
acquired thrombophilia, associated with RPL and other ad-
verse pregnancy outcomes. In most cases, the evolution of
pregnancy in women with congenital thrombophilia is not ac-
companied by any events. However, there is an argument that
women with any type ofthromboembolic defects, especially in
combined ones, have a higher prevalence of pregnancy com-
plications [42]. Although the results of published studies are
contradictory, most comments, however, suggest an associa-
tion of RPL with FVL G1691A gene mutation and prothrombin
G20210A gene mutation. The results, which vary in different
populations, also reflect an interaction of several genetic and
acquired risk factors [8, 34].

Although solid randomized data on the given subject are
lacking, the analysis ofthe existing results revealed that there
is no relationship between congenital thrombophilia and RPL,
or hereditary thrombophilia has a low impact on placenta-
mediated complications. This fact probably accounted for the
differences in the study design, the relatively low prevalence
of some forms of congenital thrombophilia and the small
number of participants enrolled in the study, the differences
in inclusion and exclusion criteria, the inclusion in different
studies of heterogeneous patient populations and application
of different definitions of complications, which did not allow
any significant increase in RPL risk to be identified. The as-
sociations revealed in some studies may be caused by a higher
frequency of these mutations in the population, which does
not reflect the causal relationship [41].

Preeclampsia

Preeclampsia is an increasingly common, but poorly un-
derstood, multisystemic inflammatory syndrome of preg-
nancy, associated with abnormal placental development and
homeostasis disorders leading to inadequate fetal-maternal
circulation, caused by endothelial dysfunction, vasoconstric-
tion, placental ischemia, hypercoagulation with uteroplacen-
tal thrombosis [4, 14, 43].

Depending on the population studied and definitions used,
the incidence of preeclampsia in pregnant women is 2-10%
worldwide, about 6% account for the severe form. About 15-
20% of maternal mortality, 16.6% of perinatal deaths and
15% of premature births in women from the developed coun-
tries are related to preeclampsia and eclampsia [10, 43, 44,
45]. About 40% of all pregnant women with preeclampsia also
have thrombophilia, which is 4 times higher than in women
without preeclampsia [34].

Thrombophilia (acquired and congenital] may partly con-
tribute to the development and severity of preeclampsia by
impairing the hemostatic system: the hypercoagulability sta-
tus with vasculopathy and secondary thrombosis disrupt the
infusion of the intervillous space, contributing to the develop-
ment of placental infarction, IUGR, PPA, premature birth, in-
trauterine fetal death [3, 13, 16, 21, 44].

Most studies have established the association of severe
preeclampsia with an early onset and APhAs [11, 14, 23, 46].
However, the relationship between APhAs and the occurrence
of obstetric complications is not exactly known, APhAs are
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Unele studii de caz-control si studii prospective de co-
hortd (unicentrice si multicentrice) au constatat asocierea
preeclampsiei totale si preeclampsiei severe cu trombofilia
(congenitald si/sau dobanditd). Trombofilia exacerbeaza re-
zultatele perinatale la gravidele cu preeclampsie severa: ris-
cul nasterii premature (pana la 32 de saptamani de gestatie),
RDIUF si mortalitatea perinatald sunt semnificativ mai mari
[8, 48, 49, 50].

Datele colectate din mai multe studii si meta-analize
au constatat o asociere semnificativda a mutatiei genei FVL
G1691A cu preeclampsia totald (cresterea riscului de 2 ori) si
cu preeclampsia severa (cresterea riscului de 3 ori), a muta-
tiei genei protrombinei G20210A cu preeclampsia totald, cu
preeclampsia severa si cu preeclampsia usoard [8, 41, 45, 48,
51, 52, 53]. Preeclampsia (totald si severd) este unica compli-
catie pentru care a fost constatata asocierea semnificativa si
consecventd cu homozigozitatea pentru mutatia genei MTH-
FR C677T. Totodatd, nu putem exclude prezenta unei asocieri
foarte modeste cu preeclampsia usoara, care este foarte dificil
de relevat chiar si Tn esantioane de studiu semnificative. [13,
17, 18, 48, 54, 55].

O revizuire sistematica a literaturii de specialitate, publi-
cata Tn 2002, a descoperit un risc crescut de preeclampsie /
eclampsie la gravidele cu mutatia heterozigota a genei FVL
G1691A, mutatia heterozigota a genei protrombinei G20210A,
mutatia homozigota a genei MTHFR C677T, deficienta protei-
nei C deficienta proteinei Ssau rezistenta la proteina Cactiva-
ta. Din pdcate, analiza a inclus esantioane mici de studiu, fapt
care a redus puterea statisticd globald si, prin urmare, nu pot
fi trase concluzii definitive [34, 35].

Doua meta-analize ample si recente, publicate in 2014 (a
inclus 111 studii cu 15.094 de cazuri si 21.633 de controale) si
2015 (ainclus 54 de studii cu 7.398 de cazuri si 11.222 de con-
troale), garantand astfel puterea statistica a meta-analizelor si
obtinerea unor estimari mai exacte, au relevat o asociere a po-
limorfismului genei MTHFR C677T cu un risc crescut pentru
preeclampsie, in special in randul populatiilor de rasa asiatica
si caucaziana [54, 56].

Nu s-a depistat nici o relatie intre deficienta anticoagulan-
telor naturale (proteina S, proteina Csi AT) cu preeclampsia,
deoarece numarul subiectilor cu astfel de defecte a fost prea
mic pentru a permite formularea unor concluzii definitive [8,
18, 48], desi unele studii au relevat o asociere semnificativa
Tntre proteina Csi preeclampsie [50].

Cu toate acestea, 0 meta-analiza, publicata in 2003 [57],
si cea mai recenta si bine conceputa revizuire sistematica si
meta-analiza a studiilor prospective de cohortd nu a obser-
vat un efect consistent si semnificativ al mutatiei genei FVL
G1691A si mutatiei genei protrombinei G20210A asupra ris-
cului de preeclampsie, desi un efect modest nu poate fi exclus
[18, 24]. Tn timp ce studiile publicate in perioada 1996-2000
au demonstrat o asociere semnificativa a mutatiei genei FVL
G1691A cu preeclampsia, studiile publicate in 2001 si 2002
nu au demonstrat asemenea dovezi convingatoare, ci doar un
risc putin crescut atribuit mutatiei genei FVL G1691A pentru
preeclampsie. Totodatd, trebuie sa recunoastem cd meta-ana-
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detected in 11-29% of women with preeclampsia, compared
with 7% or less in women without preeclampsia. Further-
more, the results of prospective cohort studies found that pre-
eclampsia develops in 10-50% of pregnant women with high
concentrations of APhAs [47].

Some case-control studies and prospective cohort stud-
ies (unicentric and multicentric) have found the association
of overall preeclampsia and severe preeclampsia with throm-
bophilia (congenital and / or acquired). Thrombophilia exac-
erbates perinatal outcomes in pregnant women with severe
preeclampsia: the risks of preterm birth (up to 32 weeks of
gestation), IUGR, and perinatal mortality are significantly
higher [8, 48, 49, 50].

The cumulative data from several studies and meta-
analyses found a significant association of FVL G1691A gene
mutation with overall preeclampsia (2-fold increase of risk)
and with severe preeclampsia (3-fold increase of risk), with
prothrombin G20210 gene mutation with overall preeclamp-
sia, severe preeclampsia and mild preeclampsia [8, 41, 45,
48, 51, 52, 53]. Preeclampsia (overall and severe) is the only
complication for which significant and consistent association
with homozygosity of MTHFR C677T gene mutation has been
found. At the same time, the presence of a very modest asso-
ciation with mild preeclampsia cannot be excluded, which is
very difficult to detect even in significant samples of studied
women [13, 17, 18, 48, 54, 55].

Asystematic literature review, published in 2002, found an
increased risk of preeclampsia/eclampsia in pregnant women
with heterozygous FVL G1691A gene mutation, heterozygous
prothrombin G20210A gene mutation, homozygous MTHFR
C677T gene mutation, protein C deficiency, protein S defi-
ciency or resistance to activated protein C. Unfortunately, the
analysis included a number of small sample studies, which re-
duced the overall statistical power, thus definite conclusions
cannot be drawn [34, 35].

Two recentlarge meta-analyses, published in 2014 (includ-
ed 111 studies with 15,094 cases and 21,633 controls) and
2015 (included 54 studies with 7,398 cases and 11,222 con-
trols), warranting the statistical power of meta-analyses and
accurate estimates, revealed an association of MTHFR C677T
gene polymorphism with an increased risk for preeclampsia,
especially among Asian and Caucasian populations [54, 56].

No relationship was found between the deficiency of nat-
ural anticoagulants (protein S, protein C and AT) with pre-
eclampsia, as the number of subjects with such defects was
too small to allow definite conclusions to be drawn [8, 18, 48],
although some studies have shown a significant association
between protein Cand preeclampsia [50].

However, a meta-analysis, published in 2003 [57], and the
most recent and well-designed systematic review and meta-
analysis of prospective cohort studies did not find any con-
sistent and significant effect of FVL G1691A gene mutation
and prothrombin G20210A gene mutation on the risk of pre-
eclampsia, although a modest effect cannot be excluded [18,
24]. While studies published between 1996 and 2000 showed
a significant association of FVL G1691A gene mutation with
preeclampsia, studies published in 2001 and 2002 did not



lizanu poate exclude posibilitatea asocierii mutatiei genei FVL
G1691A cu formele severe de preeclampsie [57].

Asadar, asocierea preeclampsiei cu trombofilia congenitala
este mult mai controversatd. Actualmente, nu exista suficiente
dovezi care ar demonstra asocierea oricdrei forme de trom-
bofilie congenitalda cu preeclampsia. Mai multe studii si me-
ta-analize recente sugereaza ca exista o asociere Tntre trom-
bofiliile congenitale si dezvoltarea preeclampsiei severe, dar
nu si a preeclampsiei usoare. In general, preeclampsia severa
este asociata cu mutatia genei FVL G1691A, hiperhomocistei-
nemia, deficienta proteinei S, deficienta proteinei C, deficienta
AT-Ill, mutatia genei protrombinei G20210A si mutatia genei
MTHFR C677T [4, 14].

Mai mult decat atat, pentru a obtine o putere evidents,
meta-analiza trebuie sa fie de dimensiuni mari si cu analize
statistice robuste. Posibil, limitdrile unor meta-analize nu au
permis obtinerea unui rezultat pozitiv privind asocierea pre-
eclampsiei si a formelor acesteia cu trombofilia congenitala:
marea majoritate a studiilor incluse erau proiecte de caz-con-
trol si nu studii prospective de cohortd; cele mai multe studii
au recrutat subiecti cu varsta >50 de ani, pentru care factorii
de mediu sunt mult mai importanti in dezvoltarea preeclam-
psiei, decat componenta genetica, fapt care sugereaza necesi-
tatea de a include Tn studiile de asociere de amploare a popu-
latii mai tinere, iar, avand in vedere diferenta de fond genetic,
si populatii de diferite etnii [55].

Retardul de dezvoltare intrauterina afatului

Este, cel mai frecvent, definit ca o greutate fetala, estimata
la examenul ultrasonografic pentru varsta gestationald, mai
mica decat percentila a 10-a, iar RDIUF sever - o greutate feta-
la estimata mai mica decat percentila a 5-a [10, 14].

Etiopatogenia RDIUF, stare asociata cu o crestere a morta-
litatii si morbiditatii perinatale, este complexa: factorii de risc
pot fi de origine materna (boli cronice vasculare, trombofilia
congenitala si dobanditd], fetald sau placentara (DPPNI si in-
farct extins placentar] [14, 14, 58].

RDIUF afecteaza pana la 5-10% din sarcini si pana la 30%
dintre gravidele diagnosticate cu trombofilie dobandita [11,
14]. Conform rezultatelor studiilor prospective de cohorta,
AAF sunt detectati la 25% dintre femeile care au nascut copii
cu RDIUF, iar peste 10% gravide cu concentratii mari de AAF
au nascut copii mici pentru varsta gestationala [47].

Asocierea ntre trombofilia congenitald si RDIUF sau nou-
nascutii mici pentru varsta gestationald (<2.500 g) nu a fost
demonstrata Tn mod constant Tn diferite studii si aceasta rela-
tie este foarte controversatd. Rezultatele variazad de la un stu-
diu la altul, in functie de dimensiunea esantionului de studiu
si criteriile de selectare utilizate. Cutoate acestea, o relatie de
cauzalitate definitiv determinatd nu a fost constatata, desi a
fost confirmatd o asociere la femeile cu RDIUF sever, dar nu si
n cazurile cu RDIUF usor [4, 14, 23, 59, 60].

Unele analize sistematice ale literaturii de specialitate si
meta-analize au raportat o asociere semnificativad intre pre-
zenta la mame a mutatiei genei FVL G1691A de tip homozigot
sau mutatiei genei protrombinei G20210A de tip heterozigot
cu RDIUF [8, 13, 17, 58, 61]. Nici unul din celelalte defecte pro-
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provide such convincing evidence, with only a small increased
risk related to FVL G1691A gene mutation for preeclampsia.
However, it must be acknowledged that the meta-analysis can-
not rule out the possibility of associating FVL G1691A gene
mutation with the severe forms of preeclampsia [57].

Thus, the association of preeclampsia with congenital
thrombophilia is much more controversial. Currently, there is
no sufficient evidence to demonstrate the association of any
form of congenital thrombophilia with preeclampsia. Several
recent studies and meta-analyses suggest that there is an as-
sociation between congenital thrombophilia and the develop-
ment of severe preeclampsia, except for mild preeclampsia.
Severe preeclampsia is mainly associated with FVL G1691A
gene mutation, hyperhomocysteinemia, protein S deficiency,
protein C deficiency, AT-lll deficiency, prothrombin G20210A
gene mutation, and MTHFR C677T gene mutation [4, 14].

Moreover, in order to gain obvious power, the meta-anal-
ysis must be a large one, showing robust statistical analyses.
Possibly, the limitations of some meta-analyses did not allow
to obtain a positive result of the association of preeclampsia
and its forms with congenital thrombophilia. Most of the in-
cluded studies were case-control projects and not prospective
cohort studies; most studies recruited subjects >50 years of
age, inwhom the environmental factors contribute much more
to the development of preeclampsia, rather than the genetic
factors, which suggests including younger populations within
large association studies, as well as populations of different
ethnicities due to an existing difference between the genetic
background [55].

Intrauterine growth restriction

Is most commonly defined as fetal weight, estimated at the
ultrasound examination for gestational age, less than the 10th
percentile, and severe IUGR - an estimated fetal weight less
than the 5th percentile [10, 14].

The IUGR etiopathogenesis, a condition associated with
increased perinatal mortality and morbidity, is a complex
obstetric problem. Its risk factors may be of maternal origin
(chronic vascular diseases, congenital and acquired thrombo-
philia], fetal or placental origin (PPA and extensive placental
infarction] [14, 14, 58].

The IUGR affects up to 5-10% of pregnancies and up to
30% of pregnant women diagnosed with acquired thrombo-
philia [11, 14]. According to the results of prospective cohort
studies, APhAs are detected in 25% of women, who delivered
children with IUCR, and over 10% of pregnant women with
high concentrations of APhAs delivered children born small
for gestational age [47].

The association between congenital thrombophilia and
IUGR or newborns small for gestational age (<2,500 g) has not
been constantly proven in various studies, thus this relation-
ship is highly controversial. The results vary from one study
to another, depending on the size of the study sample and the
selection criteria used. However, a definite causal relation-
ship was not found, although an association was confirmed in
women with severe IUGR, but not in cases with mild IUGR [4,
14, 23, 59, 60].
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trombotice congenitale nu au fost asociate cu RDIUF [8, 13, 17].

O revizuire sistematica a literaturii de specialitate, publi-
cata Tn 2002, a descoperit un risc crescut de RDIUF la gravi-
dele cu mutatia heterozigota a genei protrombinei G20210A,
mutatia homozigota a genei MTHFR C677T, deficienta protei-
nei Ssau izotipul IgG de anticorpi anticardiolipinici. Cu toate
acestea, rezultatele nu sunt definitive din cauza dimensiunii
reduse a esantioanelor incluse in studii si intervalului de in-
credere mare, care reduc impactul concluziilor [34, 35]. Un
studiu prospectiv de cohortd, publicat in 2015, a confirmat ca
prezenta mutatiei de tip homozigot a genei MTHFR C677T ar
putea creste riscul de dezvoltare a RDIUF [62].

Patru studii - un studiu de caz-control bazat pe familii (pu-
blicat Tn 2002) [60], un studiu prospectiv de cohortd amplu
(publicat Tn 2007) [63], un studiu genetic si 0 meta-analiza a
studiilor prospective de cohorta (publicatin 2008) [51], o me-
ta-analiza a studiilor de caz-control si a studiilor prospective
de cohortd (publicata Tn 2009) [64] - contrazic aceasta aso-
ciere si nu au raportat un risc Tnalt de RDIUF la gravidele cu
polimorfismele de trombofilie congenitala.

Conform opiniei unor savanti, aceasta asociere poate fi de-
terminatd de eterogenitatea clinica si semnificativa statistic
privind criteriile si definitia RDIUF, de volumul mic, si calitatea
slaba a design-ului pentru studiile de caz-control, de limita-
rile semnificative (inclusiv metodologice si lipsa lotului mar-
tor) ale studiilor prospective de cohorta. Studiile de calitate
inferioard sugereaza o asociere a trombofiliei congenitale cu
RDIUF, studiile de calitate superioard nu au reusit sa gaseasca
nici o asociere, iar datele din studiile prospective de cohorta
nu sunt convingatoare. Pentru a constata definitiv existenta
asocierii intre trombofilia congenitald si RDIUF, sunt necesare
studii prospective de cohortd bine realizate si de dimensiuni
mari, care au un design corect si sunt mai potrivite metodolo-
gic pentru evaluarea asocierii genetice [58].

Decolarea prematura de placenta normal inserata

Decolarea prematura de placentd normal inserata (abrup-
tio placentae) este o stare clinicd obstetricala devastatoare, de
separare prematura a placentei de uter. Complicatia este mai
putin frecventd, dar reprezinta o cauza importanta de morta-
litate si morbiditate fetald, perinatala si materna. Factorii de
risc pentru DPPNI sunt multipli, inclusiv preeclampsia, DPPNI
intr-o sarcind anterioard, varsta avansata a mamei, polihidroa-
mnios, ruptura prematura a membranelor, traumatismele ex-
terne, malformatiile uterine, trombofilia dobandita si, posibil,
trombofilia congenitala. Cu toate acestea, majoritatea DPPNI
reprezenta un proces al afectiunii placentare cronice, meca-
nismul central fiziopatologic fiind tromboza vaselor decidu-
ale, ischemia in decidua cu necroza, perturbari vasculare si
hemoragie [10, 65, 66].

DPPNI complica aproximativ 1-3,75% din sarcini, este im-
plicatd in circa 10% din nasterile premature, 9-15,2% din nas-
terile cu fat mort si 25-30% din mortalitatea perinatald (nas-
cuti morti si deces neonatal) [10, 65, 66].

Tn general, nu existd suficiente dovezi pentru a stabili o
legdtura Tntre trombofiliile congenitale si abruptio placentae,
desi o potentiala asociere cu trombofiliile este sugerata de o
serie de studii. Absenta unei asocieri consistente, demonstrate
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Some systematic literature analyses and meta-analyses
have recorded a significant association between the presence
of homozygous FVL G1691A gene mutation or heterozygous
prothrombin G20210A gene mutation with IUGR [8, 13, 17,
58, 61]. None of the other congenital prothrombotic defects
were associated with IUGR [8, 13, 17].

Asystematic literature review, published in 2002, found an
increased risk of IUGR in pregnant women with heterozygous
prothrombin G20210A gene mutation, homozygous MTHFR
C677T gene mutation, protein S deficiency, or IgG isotype of
anti-cardiolipin antibodies. However, these analyses are not
complete because of the small sample size included within
the studies and large confidence interval, which reduced the
impact of conclusions [34, 35]. A prospective cohort study,
published in 2015, confirmed that the presence of homozy-
gous MTHFR C677T gene mutation could increase the risk of
developing IUGR [62].

Four studies - a family-based case-control study (pub-
lished in 2002) [60], a large prospective cohort study (pub-
lished in 2007) [63], a genetic study, and a meta-analysis of
prospective cohort studies (published in 2008) [51], a meta-
analysis of case-control studies and prospective cohort stud-
ies (published in 2009) [64] contradicted this association and
did not reveal an increased risk of IUGR in pregnant women
with congenital thrombophilia polymorphisms.

Some researchers assume that this association can be de-
termined by clinical and statistically significant heterogeneity
of IUGR criteria and definition, by the small sample size, the
poor quality design of case-control studies, by significant limi-
tations (including methodological and lack of control group)
of prospective cohort studies. The low quality studies suggest
an association of congenital thrombophilia with IUGR, the
high quality studies have not been able to find any association,
and data from the prospective cohort studies are not convinc-
ing. In order to completely confirm the association between
congenital thrombophilia and IUGR, well-designed and large
prospective cohort studies are required, which should have a
proper design and more methodologically appropriate for as-
sessment of genetic associations [58].

Premature placental abruption

Premature placental abruption (abruptio placentae) is a
devastating obstetric clinical condition of premature separa-
tion of the placenta from the uterus. The complication is less
frequent, but it is an important cause of fetal, perinatal and
maternal mortality and morbidity. PPA exhibits multiple risk
factors, including preeclampsia, PPA in previous pregnancy,
advanced maternal age, polyhydroamnios, premature rupture
of membranes, external trauma, uterine malformations, ac-
quired thrombophilia and possibly congenital thrombophilia.
However, most of PPA cases represent a process of chronic
placental disease, the central pathophysiological mechanism
being thrombosis of decidual vessels, decidual ischemia with
necrosis, vascular disturbances and hemorrhage [10, 65, 66].

The PPA complicates in approximately 1-3,75% of preg-
nancies, being involved in about 10% of preterm births,
9-15,2% of stillbirths and 25-30% of perinatal mortality (still-
births and neonatal deaths) [10, 65, 66].



intre orice trombofilie congenitald si DPPNI, posibil este cau-
zatd de incidenta redusa a acestor evenimente [4, 14].

Orevizuire sistematicd a literaturii de specialitate, publica-
td Tn 2002, a descoperit un risc crescut de DPPNI la gravidele
cu mutatia homozigota si heterozigota a genei FVL G1691A,
mutatia heterozigota a genei protrombinei G20210A, homo-
cisteinemia, rezistenta la proteina C activata sau izotipul 1gG
de anticorpi anticardiolipinici [11, 35].

Unele analize sistematice ale literaturii mai recente au con-
statat un risc semnificativ pentru DPPNI la gravidele cu mutatia
heterozigota a genei protrombinei G20210A, urmata de mutatia
heterozigota a genei FVL G1691A si hiperhomocisteinemie [8,
13, 17, 41]. Un studiu de cohortd, publicat Tn 2015, a confirmat
ca prezenta mutatiei genei FVL G1691A ar putea creste riscul
DPPNI [62].

Totusi, aceste rezultate au fost puse sub semnul intreba-
rii intr-o meta-analiza a studiilor de caz-control, publicata in
2008, precum si Tn altd meta-analiza a studiilor prospective
de cohorta, publicatd in 2010, care nu au constatat nici un
risc semnificativ pentru abruptio placentae la femeile cu mu-
tatia genei FVL G1691A, sau cu mutatia genei protrombinei
G20210A, sau cu mutatia genei MTHFR C677T, cu exceptia
unor dovezi ale posibilelor cauze genetice [8, 24, 67].

Asadar, exista un numar mic de dovezi semnificative, asoci-
ate cu rezultate negative Tn sarcind si trombofilia congenitala.
Mutatia genei FVL G1691A este asociata cu PRS si pierderea
tardivd a sarcinii, mutatia genei protrombinei G20210A este
asociata cu PRS si pierderea tardiva a sarcinii, deficienta pro-
teinei Seste asociata cu pierderea tardiva a sarcinii. Nu exista
dovezi suficiente pentru a sugera o asociere a altor forme de
trombofilie congenitalda cu complicatiile sarcinii. Din cauza
calitatii insuficiente a design-ului studiilor de caz-control si
studiilor prospective de cohortd, adesea, s-a constatat o cres-
tere a riscului relativ al acestor complicatii, Tn special a PRS
precoce, pierderii fetale si preeclampsiei, la femeile cu tromb-
ofilie congenitald. Totusi, amploarea asociatiei si riscul absolut
raman foarte modeste, fapt care sugereaza ca trombofilia con-
genitald este un factor care mai mult contribuie, decat o cauza
primara n cazul dat. Existenta unui defect genetic trombofilic
nu exclude alti factori de risc, mai ales, avand in vedere etiolo-
gia multicauzald a complicatiilor obstetricale in sarcind. Ana-
liza literaturii de specialitate in functie de severitatea rezul-
tatelor adverse ale sarcinii ilustreaza faptul ca riscul asociat
cu trombofilia congenitald creste semnificativ la gravidele cu
complicatii obstetricale severe (preeclampsie severa, eclam-
psie, DPPNI, RDIUF cu greutatea mai mica de percentila a 5-a
sau nastere cu fat mort inexplicabild] [8, 23].

Concluzii

1] Rezultatele multiplelor studii au demonstrat cu certitu-
dine ca SAF este unica trombofilie dobanditd asociatd cu
PRS si cu alte rezultate adverse ale sarcinii.

2] Existd un numdr mic de dovezi semnificative, asociate cu
rezultatele negative ale sarcinii la gravidele cu trombo-
filie congenitald. Mutatia genei FVL G1691A si mutatia
genei protrombinei G20210A sunt asociate cu PRS i

Trombofilia si sarcina

In general, there is no sufficient evidence to establish a link
between congenital thrombophilia and abruptio placentae, al-
though a potential association with thrombopbhilia is suggest-
ed by anumber of studies. The lack ofa consistent association,
demonstrated between any congenital thrombophilia and
PPA, is possibly due to a low incidence of these events [4, 14].

Asystematic literature review, published in 2002, found an
increased risk of PPA in pregnant women with homozygous
and heterozygous FVL G1691A gene mutation, heterozygous
prothrombin G20210A gene mutation, homocysteinemia, re-
sistance to activated protein C, IgG isotype of anti-cardiolipin
antibodies [11, 35].

Some recent systematic literature reviews found a signifi-
cant risk for PPAin pregnant women with heterozygous pro-
thrombin G20210A gene mutation, followed by heterozygous
FVL G1691A gene mutation and hyperhomocysteinemia [8,
13, 17, 41]. A cohort study, published in 2015, confirmed that
the presence of FVL G1691A gene mutation could increase the
risk of PPA [62].

However, these results were questioned in a meta-analysis
of case-control studies, published in 2008, and a meta-analy-
sis of prospective cohort studies, published in 2010, which did
not find any significant risk for abruptio placentae in women
with FVL G1691A gene mutation or prothrombin G20210A
gene mutation or MTHFR C677T gene mutation, except for
some evidence of possible genetic causes [8, 24, 67].

Therefore, there is a small amount of robust evidence as-
sociated with adverse pregnancy outcomes and congenital
thrombophilia. The FVL G1691A gene mutation is associated
with RPL and late pregnancy loss, prothrombin G20210A gene
mutation is associated with RPL and late pregnancy loss, pro-
tein S deficiency, being associated with late pregnancy loss.
There is no sufficient evidence to suggest an association of oth-
er forms of congenital thrombophilia with pregnancy compli-
cations. Due to the poor design quality of case-control studies
and prospective cohort studies, it has often been found that the
relative risk of these complications, especially early RPL, fetal
loss and preeclampsia, has increased in women with congeni-
tal thrombophilia. However, the magnitude of the association
and the absolute risk remain very modest, thus suggesting that
congenital thrombophilia is a more contributing factor, rather
than a primary cause. The existence of a thrombophilic genetic
defect does not exclude other risk factors, especially consid-
ering the multi-causal etiology of obstetric complications in
pregnancy. The literature analysis based on the severity of ad-
verse outcomes of pregnancy illustrates that the risk, associ-
ated with congenital thrombophilia, increases significantly in
pregnant women with severe obstetric complications (severe
preeclampsia, eclampsia, PPA, IUGR with weight lower than
the 5th percentile or unexplained stillbirth] [8, 23].

Conclusions

1] The results of multiple studies have shown that APhS is
the only acquired thrombophilia, associated with RPL
and other adverse pregnancy outcomes.

2] There is a small amount of robust evidence associated
with adverse pregnancy outcomes in women with con-
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pierderea tardiva a sarcinii, deficienta proteinei S este
asociata cu pierderea tardiva a sarcinii. Nu exista dovezi
suficiente pentru a sugera o asociere a altor forme de
trombofilie congenitald cu rezultatele negative ale sarci-
nii.

3) Din cauza calitatii slabe a design-ului studiilor de caz-
control si a studiilor prospective de cohorta, adesea s-a
constatat o crestere relativa a riscului complicatiilor
sarcinii asociate cu trombofilia congenitald, in special
pentru PRS precoce, pierderea fetald si preeclampsie,
insa amploarea asociatiei si riscul absolut raman foarte
modeste. Sunt necesare studii prospective, multicentri-
ce, pe esantioane mari de paciente, pentru a valida rolul
trombofiliei in dezvoltarea patologiilor obstetricale.

4) Analiza in functie de severitate a relevat o crestere sem-
nificativa a riscului asociat cu trombofilia congenitala la
gravidele cu complicatii obstetricale severe mediate de
placenta (preeclampsie severd, eclampsie, DPPNI, RDIUF
cu greutatea sub percentila a 5-a sau nastere cu fat mort
inexplicabild).
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genital thrombophilia. The FVL G1691A gene mutation
and prothrombin G20210A gene mutation are associated
with RPL and late pregnancy loss; protein Sdeficiency is
also associated with late pregnancy loss. There is no suf-
ficient evidence to suggest an association of other forms
of congenital thrombophilia with adverse pregnancy
outcomes.

3) Due to the poor design quality of case-control studies
and prospective cohort studies, it has often been found
an increase of the relative risk of pregnancy complica-
tions, associated with congenital thrombophilia, espe-
cially in early RPL, fetal loss and preeclampsia, but the
extent of association and the absolute risk remain very
modest. Prospective multicenter studies on large patient
samples are required, which would validate the role of
thrombophilia in the development of obstetric diseases.

4) The severity-based analysis revealed a significant in-
crease of the risk associated with congenital thrombo-
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Ce nu este, deocamdatd, cunoscut la subiectul abordat

Modul de viatd Tn mediul penitenciar, In diferitele sale
ipostaze, este studiat destul de superficial, iar in unele cazuri
deloc, cu atat mai mult subiectele ce tin de atitudinea etica

Ipoteza de cercetare

Determinarea rolului bioeticii referitor la modul de viata
si pastrarea integritatii somatice si spirituale la detinutii cu
ingrijire paliativa in mediul penitenciar.

Noutatea adusa literaturii stiintifice din domeniu

Conditiile autohtone de asistenta spirituala Tn acest proc-
es sunt pe departe de a fi racordate la standardele mondiale,
astfel pozitionarea corecta a problemei in raport cu starea
de fapt a lucrurilor va Tmbunatati calitatea vietii detinutului
bolnav terminal.

Rezumat

Introducere. Tntru sustinerea evolutiei practico-stiintifica
a medicinii Tn mediul penitenciar si depdsirea perturbatiilor
prin abordarea interconexiunilor medicina - morala - institu-
tii penitenciare medicale - societate. In calitate de suport de
referintd, avand actualitatea si importanta problemei, scopul
trasat pentru valorificarea stiintifica este de a configura pro-
blemele teoretice si practice ale bioeticii sociale cu aplicabili-
tate eficientd a consilierii spirituale a detinutilor bolnavi ter-
minali.
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What is not known yet, about the topic

The way of life in the penitentiary environment, in its vari-
ous aspects, is studied quite superficially, and in some cases, it
is not studied at all, especially the issues related to the ethical
attitude towards life and health in the palliative care process.

Research hypothesis

Determining the role ofbioethics with reference to the way
of life and preserving the somatic and spiritual integrity ofthe
prisoners with palliative care in the penitentiary environment.

Article’s added novelty on this scientific topic

The local conditions of spiritual assistance in this proc-
ess are far from being aligned with world standards, thus the
quality of life of the terminally ill detainees can be improved
by correctly positioning the issue in relation to the state of
things.

Abstract

Introduction. Inorderto supportthe practical and scientific
evolution of medicine in the penitentiary environment and to
overcome the existing ethical perturbations, the palliative care
period will be carried outby approaching the interconnections
medicine - moral - medical penitentiary institutions - society.
As reference support, given the timeliness and importance of
the issue, the purpose for scientific valorization is to set up
the theoretical and practical problems of social bioethics with
effective applicability of the spiritual counseling of terminally
ill detainees.
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Material si metode. Cercetarea stiintifica s-a realizat prin
reperele teoretico-metodologice de baza: abordarea sistemi-
co-structuralistd, metoda bioeticd, analiza sinergetica, corela-
rea conceptiilor vital-morale Tn activitatea de ngrijire paliati-
va a detinutilor in fazd terminald. S-a evidentiat oportunitatea
unor comparatii a situatiilor din tara cu alte institutii peniten-
ciare similare din Europa.

Rezultate. Conditiile autohtone de detentie a bolnavilor
terminali sunt precare. Daca tabloul stdrii de sandtate a pa-
cientilor din Tngrijirea paliativa a societatii moderne este sub
normd, cu atat mai multn mediul penitenciar. Constientizarea
importantei problemei abordate, indiferent de mediu social,
va contribui la fundamentarea unei paradigme stiintifice po-
lidisciplinare, dedicate consilierii spirituale a pacientilor bol-
navi terminali, tratata prin prisma reperelor bioetice. Realiza-
rea unui studiu pentru evidentierea aspectelor bioetice nece-
sare pregatirii viitorilor specialisti Tn medicind, cu activitate
de ingrijire paliativa a detinutilor in faza terminala.

Concluzii. Aplicabilitatea serviciilor de asistenta spiritu-
ala in mediul penitenciar, cu precddere a detinutilor bolnavi
terminali, va elabora modalitati eficace de optimizare al cli-
matului medical-spiritual specific traiului privat de libertate,
cu repercusiuni pozitive a modului de viatd paliativ. Subiec-
tul serveste eminamente si intregirii siluetei bioeticii sociale
prin abordarea principiilor si imperativelor ei. Eticolarizarea
procesului medical-spiritual a detinutilor bolnavi terminali va
coagula tendintele pluridisciplinare in stabilirea unei relatii
corecte si eficiente Tntre detinut si medic, detinut si societate,
detinut si familie.

Cuvinte cheie: bioetica, consiliere, boald, sanatate, ingriji-
re paliativd, penitenciar.

Introducere

Despre problemele etice in habitatul penitenciar s-a scris
foarte putin, tendinte ce au propulsat atentia cercetdtorilor
diversi spre crearea unei imaginatii peiorative asupra modu-
lui de trai in conditiile mediului penitenciar. Tn cele mai dese
cazuri reflectdrile mass-mediei asupra formelor si stdrilor
medicale, sociale si morale Tn acest sistem vital sunt doar re-
percusiuni asupra neglijentei relatiilor interumane, nu tabloul
real al problemelor. Desigur ca penitenciarul nu corespunde
conditiilor vitale din libertate, dar nici nu necesitd reactuali-
zarea sistemului social dupa acel nivel. Indiferent de caz, nivel
social, valorificarea starii de sanatate este obiectivul primor-
dial al medicului de penitenciar, mai accentuat in mediul ce
conditioneaza negativ integritatea somatica si spirituald a per-
soanei umane.

Este evident faptul ca institutia penitenciard nu poate sa
corespunda tuturor cerintelor actuale posibile de asistenta
medicald a detinutilor bolnavi. Serviciile medicale ce nu pot
fi realizate Tn penitenciare trebuie prevdzute in colaborare cu
institutiile medicale din vecindtate sau contractate. Conform
raportului general al Comitetului European pentru Prevenirea
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Material and methods. The scientific research was car-
ried out by the basic theoretical and methodological land-
marks: the systemic-structural approach, the bioethical ap-
proach, the synergistic analysis, the correlation of the vital-
moral concepts in the palliative care of the detainees in the
terminal phase. It highlights the opportunity to compare the
situation in the country with other similar penitentiary insti-
tutions in Europe.

Results. Our nowadays conditions of detention of termi-
nally ill patients are precarious. If, in general, the palliative
care in modern society is under normality, in the penitentiary
environment the situation is worse. Awareness of the impor-
tance of the problem addressed, regardless of the social en-
vironment, will contribute to the foundation of a multidisci-
plinary scientific paradigm dedicated to the spiritual counse-
ling of terminally ill patients, treated in terms of bioethics. A
first step would be to carry out a study highlighting the bio-
ethical aspects necessary for the training of future medical
specialists who are taking palliative care of prisoners in the
terminal phase.

Conclusions. The applicability of the spiritual assistance
services in the penitentiary environment, especially on the ter-
minally ill detainees, will elaborate effective ways to optimize
the medical-spiritual climate specific to prisoners, with posi-
tive repercussions of the palliative lifestyle. The case serves as
well as integrating the silhouette of social bioethics by address-
ing its principles and imperatives. The etiology of the medical-
spiritual process of the terminally ill detainees will coagulate
the multidisciplinary tendencies in establishing a fair and effi-
cient relationship between the detainee and the physician, the
detainee and society, the detainee and the family.

Key words: bioethics, counseling, illness, health, palliative
care, penitentiary.

Introduction

Very little has been written about the ethical issues in
the penitentiary habitat, these tendencies have prompted
the attention of various researchers towards the creation
of a pejorative image on the way of living in the conditions
of the penitentiary environment. In most cases, the media
reflections on social and moral forms and medical conditions
in this vital system are only repercussions on the negligence
ofhuman relationships, not the actual picture ofthe problems.
It is obvious that the penitentiary does not meet the vital
conditions of freedom, but also does notrequire the upgrading
of the social system at that level. Regardless of the case and
social level, the recovery of the state of health is the primary
objective of the penitentiary physician, more pronounced in
the environment that negatively conditions the somatic and
spiritual integrity of the human person.

It is obvious that the penitentiary institution cannot meet
all the current healthcare requirements of sick prisoners.
Medical services that cannot be performed in penitentiaries
should be provided in conjunction with neighboring or con-
tracted medical institutions. According to the General Report



Torturii si Tratamentelor sau Pedepselor Inumane ori degra-
dante, institutia penitenciara trebuie sa asigure urmatoarele
servicii medicale [1]:

m consultatii generale si de specialitate regulate;

mtratament sub supraveghere in ambulatoriu;

m servicii stomatologice;

minfirmerie;

m sprijin direct din partea unui serviciu cu dotare completa

dintr-un spital civil sau penitenciar;

minterventii pentru situatii de urgenta.

Serviciile medicale Tn penitenciare necesitd sa cuprinda
toate tipurile de igiend, nelimitandu-se doar la tratarea de-
tinutilor bolnavi. Conform Regulilor Penitenciare Europene,
medicul se obliga sa consulte fiecare detinut chiar de laincar-
cerare si ori de cate ori el acuza Tmbolnavire, si inainte de eli-
berare [2]. Accesibilitatea detinutului la consultatiile medicale
sunt obligatorii indiferent de institutia penitenciard. Tn Repu-
blica Moldova se simte insuficienta membrilor personalului
medical Tn penitenciare. Urmarile insuficientei personalului
medical sau lipsa acestuia, cat si intarzierea efectuarii exame-
determina un tratament inuman.

Casiin institutiile medicale publice sau private, in mediul
privat de libertate, personalul medical nu trebuie sa efectue-
ze examindri sau tratamente fard acordul detinutului. Pentru
aprecierea unui consimtamant adevarat in institutia peniten-
ciard, presupunere o informare corecta a detinutului bolnav,
tinand cont de analfabetism, bariere lingvistice si dificultati
de intelegere. Derogarea de la consimtamantul informat al de-
tinutului se justifica doar dacad este conforma cu legea, spre
exemplu, Tn cazul tratarii de urgentda a condamnatilor bolnavi
care si-au pierdut cunostinta sau a celor bolnavi psihic, ce nu
au capacitatea de a Tntelege consecintele netratarii. Asistarea
corectd a detinutilor bolnavi in faza finala este o provocare
pentru Tntreg sistemul penitenciar, din moment ce ,,medicina
paliativa este o medicina globala care se Tngrijeste de persoa-
na pacientului - privitd in totalitatea sa - pe patru planuri:
medical, psihologic, social si spiritual” [3]. Tn acest context
de cooperarea diversilor specialisti din institutia penitenciara.

O asistentd spirituala a definutului bolnav terminal va
usura cu mult efortul medical. Majoritatea medicilor acorda
sintagma ,,ingrijire paliativa” categoriilor de bolnavi care pre-
vad a avea mai putin de sase luni de trdit, e o definitie destul
de larga, s-ar accepta si notiunea ,,bolnav in stadiul final” drept
»un proces biologic ireversibil, care va duce inevitabil la moar-
te” [4]. Abordénd axiologic sarcina consilierului spiritual acor-
dd atentie deosebita categoriilor de detinuti care nu accepta
penitenciar. Tngrijirea bolnavilor muribunzi este o sarcina fun-
damental spirituala [5], deoarece valorificarea spirituald per-
sonald a fiecarui detinut bolnav va imbunatati complianta la
tratament si ingrijire paliativa.

Configurarea problemelor teoretice si practice ale bioeticii
sociale in raport cu valorificarea stiintifica, va contribui la o
eficienta aplicabilitate a consilierii spirituale a detinutilor bol-
navi terminali. Aceasta nu doar va contribui esential la imbu-

Spiritual counseling ofdetainees in palliative care: bioethical study

ofthe European Committee for the Prevention of Torture and
Inhuman or Degrading Treatment or Punishment, the peni-
tentiary institution must provide the following medical ser-
vices [1]:

mregular general and specialized consultations;

m outpatient treatment under surveillance;

m dental services;

minfirmary;

m direct support from a fully equipped service in a civilian

hospital or prison;

m interventions for emergencies.

Medical services in penitentiaries need to include all types
of hygiene, not only to treat sick prisoners. Under European
Penitentiary Rules, the physician undertakes to consult each
detainee even from imprisonment and whenever he or she
complains ofillness, and prior to release [2]. The accessibility
ofthe detainee to medical consultations is mandatory regard-
less ofthe penitentiary institution. In the Republic of Moldova,
there is a lack of staff members in penitentiaries. The conse-
quences ofthe shortage of medical staff or lack thereof, as well
as the delay in carrying out medical examinations, providing
care or consultations may result in inhuman treatment.

As in public or private medical institutions, in the deprived
of freedom environment, medical staff should not carry out
examinations or treatments without the consent of the de-
tainee. In order to appreciate true consent in the penitentiary
institution, it is assumed that the sick prisoner was properly
informed, taking into accountilliteracy, language barriers and
difficulties of understanding. The violation of the informed
consent of the detainee is justified only if it complies with the
law, for example, in the case of emergency treatment of con-
victs who have lost consciousness or those mentally ill who
are not able to understand the consequences of the lack of
treatment. Properly carrying out for detainees suffering in the
final stage is a challenge for the entire prison system, since
“palliative medicine is a global medicine that takes care ofthe
patient - seen as a whole - on four levels: medical, psycho-
logical, social and spiritual” [3]. In this context, the sustain-
ability and effectiveness of the care of the suffering detainee
are related to the cooperation of the various specialists in the
penitentiary institution.

Spiritual assistance of the terminally ill prisoner will
greatly ease the medical effort. Most doctors give the phrase
"palliative care” to the categories of patients who expect to
have less than six months of living, it is a broad definition,
the concept of "end-stage illness” would also be accepted as
“an irreversible biological process that will lead inevitably
to death” [4]. By addressing axiologically, the task of the
spiritual counselor pays special attention to the categories of
inmates who do not accept the treatment of palliative care,
a phenomenon commonly encountered in the penitentiary
environment. Caring for dying patients is a fundamental
spiritual task [5] because the personal spiritual valorization
of each sick prisoner will improve compliance with treatment
and palliative care.

Configuring the theoretical and practical problems of so-
cial bioethics in relation to scientific valorization will contrib-
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natatirea calitatii vietii, ci va desfiinta sentimentul de abandon
social, pe care-l nutreste un pacient bolnav terminal Th mediul
penitenciar.

Material si metode

Cercetarea stiintifica abordeaza modul prin care consilie-
rea spirituala axata pe valorificarea persoanei umane contri-
buie la restabilirea integritatii somatice si spirituale in proce-
acest proces se ia in consideratie si multiplele forme de mu-
tilare si santaj la care recurg asemenea categorie de detinuti,
ajungand pana tentative de suicid. Reperele teoretico-meto-
dologice de baza axate pe abordarea sistemico-structuralista
va defini orientativ nivelurile gnosiologice a problemelor etice
existente, iar metoda bioetica tratata prin consilierea spiritua-
1 va restabili echilibru moral Tntre detinut si boald, detinut si
moarte. Analiza sinergeticd a fenomenului medical penitenci-
ar in general si a fiecarui bolnav individual, va revitaliza moral
activitatea de Tngrijire paliativa a detinutilor in faza terminala.
Obiectivul unei institutii penitenciare nu este doar ispasirea
pedepsei cu privarea de libertate, ci si refacerea morala, pas-
trarea integritatii somatice si spirituale a detinutului, iar o in-
suficientd sau inconstientd abordare umana, provoaca carente
si deficit profesional, atat medical cét si social.

Rezultate

Tn mediul penitenciar, ca si in societatea libera, existd anu-
mite categorii de persoane cu un nivel sporit de vulnerabili-
tate, iar consilierea spirituald prea o forma antipaternalista
n restabilirea relatiilor atat intre detinuti, cat si Tntre admi-
nistratia penitenciarului. Interventia consilierului spiritual n
atare situatii este benefica, tocmai din principiul valorificarii
si stabilirii relatiei medic-detinut. Respectul pentru libertatea
personald a detinutului sau pentru autonomie necesitd pusa in
echilibru cu interesul si responsabilitatea pacientului in comu-
nitatea sociala sau familialda. Acesttip de abordare justificd, cu
exceptie, unele forme limitate de paternitate. Tn aceste cazuri,
paternitatea nu trebuie sa fie obligatorie, ci convingatoare.

Lupta psiho-emotiva a detinutului Tncarcerat va fi dubla-
td odata cu pronuntarea unui diagnostic terminal. Aceste si-
tuatii complica procesul de medicatie Tn sistemul penitenciar,
mai ales cand detinutul bolnav este abandonata de familie.
Cresterea numarului de condamnati bolnavi terminali se ex-
plica si prin cresterea epidemiilor bolilor terminale, noncom-
plianta latratament a detinutului si conditiile social-spirituale
pe care le ofera azi institutiile penitenciare. Dintre toate insti-
tutiile penitenciare ale Republicii Moldova, doar Institutia Pe-
nitenciara nr. 6, Pruncu are organizate saloane pentru bolnavii
terminali, atat pentru cei diagnosticati cu TBC separat, cat si
pentru celelalte sectii. Printre pacientii detinuti din sectorul
ingrijire paliativd, exista o categorie de persoane marginaliza-
te, care au un istoric de traume familiale, dependenti de dro-
guri, suntin conflict cu autoritdtile penitenciare si cu intreaga
societate.

Tendintele internationale implica un protocol special de
tratament in sectiile de psihiatrie si Tngrijire paliativa din pe-
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ute to the effective applicability of the spiritual counseling of
terminally ill prisoners. This will not only contribute to the
improvement of the quality of life but will abolish the feeling
ofsocial abandonmentthat aterminal patient nourishes in the
penitentiary environment.

M aterial and methods

The scientific research addresses how spiritual counseling,
centered on the valorization ofthe human person, contributes
to the restoration of somatic and spiritual integrity in the
process of palliative care from the penitentiary medical
institutions. This process also takes into consideration the
multiple forms of mutilation and blackmail involving such a
category of detainees, reaching up to suicide attempts.

The basic theoretical-methodological repercussions fo-
cused on the systemic-structural approach will define the
gnosiological levels of the existing ethical issues, and the
bioethical method, approached through spiritual counseling,
will restore the moral balance between the detainee and the
sickness, the detainee and death. The synergistic analysis of
the penitentiary medical phenomenon, in general, and of each
patient, individually, will morally revitalize the palliative care
activity of the detainees in the terminal phase. The objective
of a penitentiary institution is not just the atonement of the
punishment with the deprivation of liberty, but also the moral
restoration, keeping the somatic and spiritual integrity of the
detainee. This is an insufficient or unconscious human ap-
proach that causes both medical and social professional defi-
cits and deficiencies.

Results

In the penitentiary environment, as well as in the free soci-
ety, there are certain categories of persons with a higher level
of vulnerability. The spiritual counseling takes on an antipa-
ternalist form in re-establishing the relations both between
detainees and between the penitentiary’s administration.
The intervention of the spiritual counselor in such situations
is beneficial, precisely from the principle of capitalizing and
establishing the physician-detained relationship. Respect for
the prisoner’s personal freedom or for autonomy needs to be
balanced with the interest and responsibility of the patient in
the social or family community. This type of approach justifies,
with some exception, some limited forms of paternity. In these
cases, paternity should not be mandatory but convincing.

The psycho-emotional struggle ofthe incarcerated detainee
will be doubled alongwith terminal diagnosis. These situations
complicate the process of medication in the penitentiary
system, especially when the sick detainee is abandoned by
the family. The increased in the number of terminally ill
prisoners is also explained by the increase of the terminal
diseases epidemics, the incomplete treatment of the detainee
and the social-spiritual conditions offered by the penitentiary
institutions today. Of all the penitentiary institutions of the
Republic of Moldova, only the Penitentiary Institution no. 6,
Pruncu, has organized separate rooms for terminal patients,
both for those diagnosed with TB and separately for the other



nitenciare, axate pe consiliere spirituald ce va facilita efortul
medicamentos [6]. Asistenta spirituald in sectiile de ngriji-
re paliativa necesita o abordare individualizata, care implica
elaborarea unor strategii eficiente pentru fiecare pacient, de
avalorifica persoana si fiinta umana [7], pentru a evita depre-
siile si abandonul tratamentului. Tendintele de abandon atra-
tamentului sunt des Tntalnite Tn mediul penitenciar, unele sunt
cauzate de involutia bolii, adica organismul nu mai reactionea-
za si nu lupta cu boala, iar medicamentele si aparatura oricat
de sofisticata ar fi nu pot conduce singure la rezultate terape-
utice bune. Tn aceste cazuri, medicii apeleazi la suportul con-
silierului spiritual care ,,in urma discutiei cu bolnavul, simte
acea frica iminenta a mortii, dar dupa consiliere, organismul
are puterea sa se revitalizeze, fiind din nou capabil sa lupte cu
boala” [8]. Profesorul in medicina Nicolae Paulescu explica in
termeni medicali efectele fiziologice ale consilierii spirituale
»Spiritualitatea coordoneaza fenomenele vitale si de relatie in
vederea unui scop util. Ea, in fine are ca atribut constiinta si
este agentul minunilor pe care le-am studiat sub numele de
instincte si acte voluntare” [9]. Relatia dintre spiritualitate si
fiziologia umana explicatd de N Paulescu va fi una competiti-
van pastrarea integritatii somatice si spirituale a detinutului
bolnav terminal - obiectivul etic al medicului si consilierului
spiritual. Principiul biosferocentrist al bioeticii ce se axeaza pe
notiunea de ,,viata” sau ,,vietate”, este suplinit de aspectul spi-
ritual uman. Cercetatorii in domeniul bioeticii sustin ca ,,sdna-
tatea trupeasca si cea spirituala se influenteaza reciproc” [10],
rezultd ca asistenta spirituald corecta poate influenta si starea
de sdnatate somaticd a detinutului bolnav terminal.

Tn urma cercetérilor realizate, s-a constat ci existd diver-
se principii etice care stau la baza unei consilieri spirituale n

Plasarea detinutului suferind in centrul atentiei

Constituie principiul de baza a unei abordari spirituale a
actului medical. Tn urma consilierii spirituale detinutul bolnav
»huva fi socotit unul dintre numerosii subiecti ai unei boli, sau
cu alte cuvinte nu va fi privit doar prin prisma bolii sale, ca
un simplu obiect de studiu pentru medicina” [11]. Abordarea
acestui principiu din perspectiva medicinii personotropice
[12], prezinta actul medical atotcuprinzator centrat doar pe
persoana din fata noastra. Identificarea particularului din
detinutul bolnav terminal prin diverse mijloace de consiliere
spirituald va trezi fortele interioare care-l va sustine pana la
sfarsitul vietii.

Detinutul bolnav vafi privit capersoana

Personalitatea umana se referd la ceea ce fiecare om are in
chip individual, propriu si unic. Respectarea acestui principiu
il ajutd pe consilierul spiritual sa vada mai intai bolnavul si
apoi boala, totodata sa respecte oportunitatea proprie a sufe-
rindului, ce deriva din propria sa istorie si modul sdu particu-
lar de viata. Detinutul ca persoana trebuie sa reflecte in sine
comuniunea dintre viata si moarte, sanatate si suferinta. Orice
reflectare asupra vietii umane anterioare, asupra problemelor
morale, va influenta atitudinea bolnavului fatd de propria via-
td. Dobandirea sacralitatii vietii detinutului Tn perioada ingri-
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departments. Among the patients in the palliative care sector,
there is a category of marginalized people who have a history
of family traumas, drug addiction, they are in conflict with the
prison authorities and the whole society.

International trends imply a special treatment protocol in
psychiatric and palliative care departments in penitentiaries,
focusing on spiritual counseling that will facilitate medical
effort [6]. Spiritual assistance in palliative care departments
requires an individualized approach that involves developing
effective strategies for each patientto harness the person and
the human being [7]. Trends in abandoning treatment are
common in the penitentiary environment, some are caused
by the involution of the disease, that is, the body does not
react and does not fight the disease, and the drugs or devices
as sophisticated as they may be, cannot lead alone to good
therapeutic results. In these cases, doctors call for the support
of the spiritual counselor who, “following the discussion
with the patient, feels the imminent fear of death, but after
counseling, the body has the power to revive, being able to
fight the disease again” [8].

Medical professor Nicolae Paulescu explains in medical
terms the physiological effects of spiritual counseling "spiri-
tuality coordinates the vital and the relational phenomena for
a useful purpose. It finally has the attribute of consciousness
and it is the miracle agent | have studied under the names of
instincts and voluntary acts” [9]. The relation between spiri-
tuality and human physiology explained by N Paulescu will
be a competitive one in preserving the somatic and spiritual
integrity of the terminally ill prisoner - the ethical objective
of the physician and the spiritual counselor. The biosferocen-
tric principle of bioethics that focuses on the notion of “life” or
“creature”is supplemented by the human spiritual aspect. Re-
searchers in the field ofbioethics claim that "physical and spir-
itual health influence each other” [10], it follows that proper
spiritual care can also influence the somatic state of the sick
terminally ill prisoner.

Following research, it was found that there are various
ethical principles that underlie spiritual counseling in the
palliative care process.

Placing the prisoner in the center ofattention

There is the basic principle of a spiritual approach to the
medical act. Asaresultofspiritual counseling, the sick detainee
"will not be counted as one of the many subjects of a disease,
or in other words, he will not be seen only by its disease, as
a simple object of study for medicine” [11]. The approach of
this principle from the perspective of personotropic medicine
[12] presents the all-encompassing medical act centered only
on the person in front of us. Identifying the individual from
the terminal sick prisoner through various means of spiritual
counseling will awaken the inner forces that will sustain him
until the end of his life.

The sick prisoner will be regarded as aperson

Human personality refers to what each person has
individual and unique. Respecting this principle helps the
spiritual counselor to see the patient first and then the illness,
while at the same time respecting the opportunity of the one
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jirii paliative, va presupune participarea activ sinergetica sau
cooperatoare atat cu asistentul medical si spiritual, cét si cu
ceilalti colegi. O prioritatea in consilierea spirituald a acestor
categorii de condamnati este pastrarea demnitatii persoanei,
indiferent de starea sociala a bolnavului sau oricat de mare ar
fi degradarea pricinuitd de boald. Comportamentul respectuos
ve va oferi posibilitatea detinutului bolnav de asi sfarsi viatain
pace si cu luciditate.

Necesitatea detinutului bolnav de afi ascultat

Disponibilitatea consilierului spiritual de a-I asculta pe
detinutul bolnav sau chiar simpla prezenta a lui constituie
calitatile morale pentru orice persoana ce are in grija oameni
suferinzi. Tn acest context, a asculta inseamna a fi in umbra
celuilalt. Suferinzii nu au nevoie de vorbe mari din partea asis-
tentilor, ci de o purtare iubitoare, care nu poate fi demonstrata
decét prin ascultarea iubitoare.

ingrijirea bolnavului cu aportul iubirii si intelegerii suferintei

Virtutea iubirii accesata Tn consilierea spirituald a detinuti-
lor bolnavi terminali va asigura calitatea vietii umane in orice
conditii sau circumstante. Nu exista nicio limita sau restrictie
n practicarea si promovarea acestei virtuti. lubirea este intot-
deauna Tndreptata spre celdlalt prin consilierea spirituald, ea
este un dar al sinelui, oferitin mod liber celuilalt si de dragul
celuilalt. Tn mediul penitenciar numerosi detinuti bolnavi ter-
minali au parte de singuratate, iar terapia pretioasa in acest
context va constitui-o capacitatea echipei de ingrijire paliativa
de a demonstra ca poseda iubire fata de suferind. Consilierea
spirituald a detinutilor bolnavi terminali, abordata axiologic
prin prisma iubirii este Tmpartasita in aceeasi masura la toa-
te persoanele bolnave, indiferent de religie sau sex, etnie sau
clasa sociala, netinandu-se cont de gravitatea pedepsei civile
sau penale. Pentru categoria bolnavilor terminali, iubirea este
determinatd de compatimire, aceasta impune consilierul spi-
ritual sa-si facd timp pentru a intra cu el Tntr-o relatie de co-
municare cat mai profundd. Anticiparea suferintei prelungite
sau lipsite de sens, constituie o cauza primara a disperarii si
anxietafii, care depdseste fobia umana in fata evenimentului
mortii Tnsasi. Cauzalitatea suferintei Tn acest proces, asisten-
ta spirituala o poate transfigura, Tntrucat contine fenomenul
nea interioara ce permite sa perceapa si sa accepte suferinta,
fie psihica sau fizica, transformand-o ca pe una cu adevarat
ispasitoare sau rdscumparatoare. Ca fenomen de sine statator
suferinta nu are sens, ea nu valorificd nimic, nici mdacar aspec-
tul rascumparator Tn sine. Doar atunci cand suferinta este nu-
antata si pusa in mainile proniatoare si iubitoare ale divinitatii
ea poate avea sens si valoare finala.

Acest principiu constituie fundamentul antropologiei spi-
ritual-umane. Consilierul spiritual va contribuiin grupul de in-
grijire paliativa pentru abordarea holistica a bolnavului termi-
nal astfel ca ,,vindecarea sufleteasca este mai presus de vinde-
carea trupeasca si psihica sau, in orice caz, vindecarea psiho-
somatica nu se poate face Tn detrimentul vindecarii sufletesti”
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who suffers, deriving from his own history and his particular
way of life. The detainee as a person has to reflect the
communion between life and death, health and suffering. Any
reflection on past human life, on moral issues, will influence
the attitude ofthe patient towards his/ her own life. Acquiring
the sacrament of the prisoner’s life during palliative care will
involve active synergistic or cooperative participation with
both the medical and spiritual nurse and the other colleagues.
A priority in the spiritual counseling of these categories of
detainees is the preservation of the dignity of the person,
regardless of the patient’s social condition or the degradation
caused by the illness. The respectful and loving behavior ofthe
staff involved in the palliative care process will give the sick
prisoner the opportunity to end his life in peace and lucidity.

The needfor the sickprisoner to be heard

The willingness of the spiritual counselor to listen to the
sick prisoner or even his mere presence consists of the moral
qualities of any person who takes care of the suffering people.
In this context, listening means being in the shadow of the
other. The patients do not need great talk from the assistants,
but loving care that can only be demonstrated through active
listening.

Caring for the patient with love and understanding of the
suffering

The virtue of love used in the spiritual counseling oftermi-
nally ill prisoners will ensure the quality of human life under
any circumstances. There is no limit or restriction in practic-
ing and promoting this virtue. Love is always directed toward
the other through spiritual counseling, it is a gift of self, delib-
erately offered to the other and for the sake ofthe other. In the
penitentiary environment, many terminally ill prisoners feel
the loneliness at its full, and the therapy in this context will be
the ability of the palliative care team to demonstrate that they
have love for the suffering. The spiritual counseling of termi-
nally ill prisoners approached axiologically in the light of love,
is shared equally with all sick people, regardless of religion or
gender, ethnicity or social class, regardless of the gravity of
civil or criminal punishment. For the category ofterminally ill,
love is determined by compassion, this requires the spiritual
counselor to take the time to enter with the detainee as deeper
as he can in the communication relationship. Anticipating pro-
longed or meaningless suffering is a primary cause of despair
and anxiety that transcends human phobia in the face of death
itself. Spiritual assistance can transfigure the causality of suf-
fering into this process because it contains the phenomenon
of caring for the one who faces the seemingly dead, offering
the inner image that perceives and accepts the suffering, ei-
ther psychic or physical, transforming it as a truly atoning
or redeeming one. As a self-standing phenomenon, suffering
does not make any sense, it does not capitalize on anything,
not even the redeeming aspect itself. Only when suffering is
nuanced and putinto the precious and loving hands of divinity
can it have meaning and final value.

Approaching palliative care as a whole

This principle is the foundation of spiritual-human anthro-
pology. The spiritual counselor will contribute to the palliative



[13]. Din acest punct de vedere ,,sfintenia” si ,,calitatea vietii”
nu trebuie privite in opozitie, ci ele trebuie considerate com-
plementare” [14]. Consilierea spirituala a detinutilor in faza
finald, raportata la sacralitatea si calitatea vietii, se bazeaza in
general pe urmatoarele doua convingeri: tendinta de perce-
pere a detinutului cd viata umana prin Tnsasi natura ei este
sfanta, fiind imanent buna ce merita respect si ocrotire mereu.
Tn acest postulat se evidentiaza valoarea vietii ce nu devine
dependentd de nici o conditie sau atribut care ar putea sa o
caracterizeze. De cealalta parte, toate vietile umane au aceeasi
valoare, indiferent de momentul dezvoltarii, de la concepere si
pana la moarte. Din aceastd pozitie se concluzioneaza cd toate
fiintele umane au drepturi egale la viatd. Din punct de vedere
al filosofiei crestine, adevarata sfintenie a vietii umane consta
in persoana mai mult decat in simplul fapt al existentei fizi-
ce, din aceasta perspectiva se exclude conflictul intre termenii
»Sfintenia vietii” si ,,calitatea” ei, ambele fiind complementare,
de laTnceputul si pana la sfarsitul vietii umane.

Pentru categoria detinutilor bolnavi terminali, necesitatea
consilierii spirituale Tn contextul tratamentului terapeutic va
apara conceptul de ,sacralitate a vietii”, fundamentat pe re-
flectia respectarii demnitatii persoanei. In viziunea bioeticie-
nilor, intr-adevar ,sacralitatea” este chiar o ,calitate” a vietii
si, In acelasi timp, nicio astfel de viziune nu poate neglija sem-
nificatul cantitativ, empiric, material, prezent in conceptul de
calitate” [15].

Concluzii

Pentru toate fiintele umane viata biologica si moartea bio-
logica trebuie sa aiba si un sens spiritual. Indiferent de mediu,
e necesar ca,,stiinta prin realizarile sale sa asigure un anume
nivel al calitatii vietii umane, insa nu trebuie sa-1 facd pe om sa
moara fara cunostinta si fara tendinte spirituale eterne” [16].
Aceasta constientizare spirituald a detinutilor bolnavi termi-
nali va contribui la pastrarea si valorificarea tendintelor vita-
le: fiziologice, psihologice si spirituale.
tidisciplinar, axat pe principiile bioetice, ar contribui la con-
stituirea unui nou intelect - intelectul social sau colectiv [17],
atat de necesar pentru evitarea diverselor provocari medico-
spirituale Tn mediul penitenciar, dar utile si pentru dezvolta-
rea culturii medicale Tn societatea contemporana.
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care group for the holistic approach of the terminal patient so
the “spiritual healing is superior to physical and psychological
healing or, in any case, psycho-somatic healing cannot be done
in the detriment of spiritual healing” [13]. From this point of
view "holiness” and "quality of life” should not be considered
in opposition, but they must be considered complementary”
[14]. Spiritual counseling of prisoners in the final phase, re-
ferring to sacredness and quality of life, is generally based
on the following two beliefs: the perceiving tendency of the
detainee that human life through its very nature is holy, be-
ing good, deserving respect and protection. This postulate
highlights the value of life that does not become dependent
on any condition or attribute that may characterize it. On the
other hand, all human lives have the same value, regardless of
the moment of development, from conception to death. From
this position, it is concluded that all human beings have equal
rights to life. From the Christian philosophy’s point of view,
the true holiness of human life lies more in the person than
in the mere fact of physical existence, from this perspective
the conflict between the terms “holiness of life” and "quality”
is excluded, both being complementary, from the beginning
and the end of human life. For the category of terminally ill
prisoners, the need for spiritual counseling in the context of
therapeutic treatment will defend the concept of "sacredness
of life”, based on the reflection ofrespect for the dignity of the
person. From the bioethic’s perspective "sacredness is indeed
a "quality” of life and, in the same time, no such vision can ne-
glect the quantitative, empirical, material meaning present in
the concept of quality” [15].

Conclusions

For all human beings, biological life and biological death
must also have a spiritual meaning. Regardless of the environ-
ment, it is necessary that “science through its achievements
provide a certain level of quality ofhuman life, but it must not
make a man die without the knowledge and without eternal
spiritual tendencies” [16]. This spiritual awareness of termi-
nally ill prisoners will contribute to the preservation and the
development of vital trends: physiological, psychological and
spiritual. Approaching palliative care from a multidisciplinary
point of view, focused on bioethical principles, would contrib-
ute to the creation of a new intellect - the social or collective
intellect [17], so necessary to avoid various medical-spiritual
challenges in the penitentiary environment but also useful for
the development of medical culture in contemporary society.
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Ce nu este cunoscut, deocamdata la subiectul abordat

Fiind tumori rare, mezoteliomele sunt, deocamdata, insufi-
cient studiate.Informatia disponibila provine, de obicei, de la
cazurile clinice raportate, cu agregarea si sinteza informatiei,
in intentia de a forma o imagine mai completa a patologiei.

Ipoteza de cercetare

Prezentarea unui caz clinic de mezoteliom cardiac la o
persoana de varsta Tnaintata.

Noutatea adusa literaturii stiintifice din domeniu

Mezoteliomul cardiac la vérstnic este un eveniment
foarte rar.Documentarea clinica si histopatologica a cazului
completeaza deficitul de cunostinte din domeniu.

Resumat

Introducere. Mesoteliomul primar al pericardului este o
tumoare malignd rard ce rezultd din celulele mezoteliale ale
pericardului, cauzata, de obicei, de expunerea anterioara la
azbest. Stabilirea diagnosticului in vivo este dificila din cauza
simptomelor nespecifice, definitivarea caruia are loc in urma
examenului histopatologic al bioptatului. Scopul studiului a
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What is not known yet, about the topic

Being rare tumors, mesotheliomas are, for the time being,
insufficiently studied. The available information usually comes
from the presentation of clinical cases, with the aggregation
and synthesis of data, in order to obtain a more complete
picture of the pathology.

Research hypothesis

Presentation ofa case of cardiac mesothelioma in an elderly
person.

Article's added novelty on the scientific topic

Cardiac mesothelioma in an elderly person is a very rare
event. The clinical, histopathological documentation of the
case completes the deficit of knowledge in this field.

V. J

Abstract

Introduction. Primary pericardial mesothelioma is a rare
malignant tumor resulting from mesothelial cells of pericar-
dium, usually caused by previous exposure to asbestos. Es-
tablishing in vivo diagnosis is difficult because of nonspecific
symptoms, the completion of which occurs after the histo-
pathological examination of the biopsy. The purpose of the
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Pericardial mesothelioma in the elderly

fost de a descrie cazul clinic de mezoteliom la o pacienta varst-
nica si de a prezenta revista literaturii la tema.

Material si metode. Pacienta n varsta de 81 de ani, spita-
lizatd Tn sectia de terapie intensiva, a fost examinata detaliat
clinic si paraclinic. Diagnosticul de mezoteliom a fost efectu-
at post mortem Tn baza rezultatelor examenului macroscopic,
histopatologic si imunohistochimic.

Rezultate. Pacienta a fost internata in stare extrem de gra-
vd, provocata de edem pulmonar acut si suspiciune de infarct
miocardic acut. In pofida tratamentului administrat, starea
pacientei a continuat sd se deterioreze, cazul fiind soldat cu
sfarsit letal. Examenul necroptic a pus in evidenta o pericardi-
td adeziva si noduli pericardici cu infiltratie maligna. Exame-
nul microscopic si imunohistochimic au furnizat diagnosticul
de mezoteliom sarcomatoid al pericardului.

Concluzii. Particularitatile cazului prezentat de mezote-
liom pericardic au fost: varsta Tnaintata, lipsa contactului cu
azbest Tn anamnestic, starea extrem de grava la internare,
simptomaticd caracteristicd insuficientei cardiace cu edem
pulmonar si sindrom al insuficientei multiple de organe.

Cuvinte cheie: mezoteliom pericardial, azbest, edem pul-
monar.

Introducere

Actualmente, se estimeaza ca aproximativ 43.000 de per-
soane din intreaga lume mor, anual, din cauza mezoteliomului.
Cele mai mari rate de mezoteliom apar in Australia, Belgia si
Marea Britanie, cu o medie de 30 de cazuri laun milion de per-
soane. Este de asteptat ca pana in anul 2020, rata mortalitatii
pentru mezoteliomul malign in tarile dezvoltate continud sa
creasca cu 5-10% anual. Cea mai mare incidentd de mezoteli-
om se gaseste in provincia Genova din Italia, North Yorkshire
din Regatul Unitsi Australia de Vest. Cu toate acestea, mezote-
liomul nu a fost inclus Tn Clasificarea Internationald a Maladi-
ilor (ICD) pana la a zecea editie, si multe tari nu raporteaza in
mod constant statisticile referitoare la aceastd tumoare. Este
foarte probabil ca ratele de incidentd sa fie mult mai mari in
Asia, Africa si America de Sud decéat se intampla in prezent [1].
Scopul studiului a fost de a descrie un pacient cu mezoteliom
pericardic malign.

Material si metode

Pacienta in varsta de 81 de ani, spitalizata Tn Sectia de te-
rapie intensiva a Spitalului Clinic Municipal ,,Sfanta Treime”, a
fost examinata clinic si paraclinic (hemoleucograma, analiza
biochimica a sangelui, echilibrul acido-bazic, radiografia to-
racelui, electrocardiograma, ecocardiografia, ultrasonografia
abdominald si a cavitatilor pleurale). Necropsia, examenul
macroscopic al organelor si examenul histopatologic al prepa-
ratelor colorate Tn hematoxilina si eozina au fost efectuate n
Sectia de morfopatologie.

Cu scop de diferentiere si determinare a imunofenotipu-
lui tesutului tumoral, sectiuni suplimentare au fost procesate
pentru coloratii cu marcherii specifici prin metoda imunohis-
tochimica (conform protocoalelor individuale): pentru CK5/6
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study was to describe a clinical case of mesothelioma in an el-
derly patient and to give a review ofthe literature on the topic.

Material and methods. An 81-year-old woman hospital-
ized in the Intensive Care Unit was examined clinically and
paradinically in details. The diagnosis of mesothelioma was
made post mortem by macroscopic, histopathological and im-
munohistochemical examination.

Results. The patient was admitted in the extremely severe
condition, the clinical picture was caused by acute pulmonary
edema and suspicion of myocardial infarction. Despite the in-
tensive treatment used the condition of the patient continued
to worsen and the patient died. The necropsy revealed adhe-
sive pericarditis and pericardial nodules with malignant infil-
tration. Microscopical examination and immunohistochemis-
try diagnosed sarcomatoid mesothelioma of the pericardium.

Conclusions. The features of the presented case of peri-
cardial mesothelioma were: advanced age, lack of contact with
asbestos in the patient’s history, extremely severe condition
on admission, clinical picture of heart failure with acute pul-
monary edema and multiorgan dysfunction syndrome.

Keywords: pericardial mesothelioma, asbestos, pulmona-
ry edema.

Introduction

It is estimated that around 43,000 people worldwide die
annually from mesothelioma. The highest rates of mesothelio-
ma occur in Australia, Belgium and the United Kingdom, with
an average of 30 cases per million people. By 2020, the death
rate for malignant mesothelioma in developed countries is ex-
pected to increase by 5-10% annually. The largest incidence
of mesothelioma is found in the province of Genova in Italy,
Western Australia and North Yorkshire in the United Kingdom.
However, mesothelioma has not been included in the interna-
tional classification of diseases (ICD) until the tenth review,
and many countries do not consistently report mesothelioma
statistics. There may be much higher rates ofincidence in Asia,
Africa and South America than is currently happening [1]. The
purpose of the study was to describe a patient with primary
malignant pericardial mesothelioma.

M aterial and methods

An 81-year-old female patient hospitalized in Intensive
Care Unit of ,,Sfanta Treime” Municipal Clinical Hospital was
examined clinically and paradinically (full blood count, bio-
chemical blood analysis, acid-base balance, chest X-rays,
electrocardiogram, echocardiogram, ultrasonography of the
abdominal and pleural cavities). The necropsy, macroscopic
examination of the organs and histopathological examination
after hematoxylin and eosin staining were performed in the
Department of Pathology.

In order to differentiate and determine the immunopheno-
type of the tumor tissue, additional sections were processed
for stains with specific markers by immunchistochemistry
(according to individual protocols): for CK 5/6 (Cytokeratin
5/6, pan Cytokeratin); CK 7 (Cytokeratin 7); EMA (Epithelial



(Cytokeratin 5/6, pan Cytokeratin); CK 7 (CytokeratinT); EMA
(Epithelial membrane antigen - antigenul membranar epite-
lial); BCL 2 (b cell lymphoma 2); TTF 1 (Thyroid transcription
factor - factor de transcriptie tiroidian); Desmin (exprimat in
mioblaste, miofibroblaste); SMA (Smooth muscle actin - acti-
na muschilor netezi); Vimentin (pentru confirmarea originii
mezenchimale a unor tumori); S100 (S100 protein) [2, 3].
Lamele microscopice au fost analizate cu microscopul Leica
DM2000, imaginile au fost efectuate cu ajutorul Motic Smart
CAM 5 Mpxin cadrul Laboratorului MedExpert.

Rezultate

Pacienta a fost spitalizatd in Sectia de terapie intensiva a
Spitalului Clinic Municipal ,,Sfanta Treime”in stare extrem de
grava, cauzata de edem pulmonar acut, fiind suspectat infarc-
tul miocardic acut. A fost diagnosticata si tratata timp de mai
multi ani pentru cardiopatie ischemica, hipertensiune arteri-
ala de gradul doi, fibrilatie atriald, astm bronsic si obezitate.
Un nou program de tratament din ultimele doua saptdmani cu
beta-blocante, inhibitori ai enzimei de conversie a angioten-
zinei si diuretice nu a avut efect pozitiv. La examenul fizic, au
fost observate urmatoarele: tegumentele palide, calde si us-
cate, edeme generalizate, murmur vezicular diminuat n regi-
unile subscapulare cu raluri umede buloase mici bilateral si
frecventa respiratorie de 28 pe minut. De asemenea, au fost
relevate zgomotele cardiace atenuate, fibrilatie atriala, cifre
crescute ale tensiunii arteriale (160/100 mmHg), hepatome-
galie si ascitd. Evaluarea datelor de laborator a pus Tn evidenta
cresterea markerilor de necroza a miocardului, scaderea sa-
turatiei sangelui periferic cu oxigen (SpO288%) la fractia de
oxigen inspirat (FiO2 21% si hipoxemie cu scaderea indicelui
de oxigenare PaO2FiO2- raportul dintre presiunea partiala a
oxigenului Tn sangele arterial si fractia de oxigen inspirat (Ta-
belul 1).

Tabelul 1. Rezultatele examinarilor de laborator.
Table 1. Laboratory examination results.

Investigatii de laborator
Laboratory investigations

Creatinfosfokinaza-izoenzima MB, U/L
Creatinekinase-MB isoenzyme, U/L

Lactatdehidrogenaza, U/L
Lactate dehydrogenase, U/L

Aspartataminotransferaza, U/L
Aspartate aminotransferase, U/L

Alaninaminotransferaza, U/L
Alanine aminotransferase, U/L

Creatinina serica, gmoL/L
Serum creatinin, Bmol/L

Ureea serica, mmol/L
Serum urea, mmol/L

Indicele protrombinei, %
Prothrombin index, %

pH
PaCO2 mmHyg
PaO2 mmHg

Indicele de oxigenare PaO2FiO2
Oxygenation index PaO2FiO2

Mezoteliomulpericardial la varstnic

membrane antigen); BCL 2 (b cell lymphoma 2); TTF 1 (Thy-
roid transcription factor); Desmin (Expressed in myoblasts,
myofibroblasts); SMA (smooth muscle actin); Vimentin (Vimen-
tin staining confirms the mesenchymal origin ofsome tumors);
S100 (S100 protein) [2, 3]. The microscopic lasers were an-
alyzed with the Leica DM2000 microscope, the images were
performed using Motic Smart CAM 5 Mpx in the MedExpert
Laboratory.

Results

The patient was hospitalized to the Intensive Care Unit of
»Sfanta Treime” Municipal Clinical Hospital in a very severe
condition, caused by acute pulmonary edema and suspicion
of acute myocardial infarction. She had been diagnosed and
treated for several years for coronary heart disease, second
degree arterial hypertension, atrial fibrillation, bronchial
asthma and obesity. A new schedule of two-week home-deliv-
ered treatment with beta-blockers, ACE-inhibitors and diuret-
ics had not resulted in any improvement. On physical examina-
tion, the pale, warm and dry skin, generalized edema, reduced
vesicular murmur in subscapular regions with bilateral crack-
les and respiratory rate of 28 per minute were revealed. The
diminished heart sounds, atrial fibrillation, elevated blood
pressure (160/100 mmHg), hepatomegaly and ascitis were
also observed. The laboratory assessment showed elevated
myocardial enzymes, decreased blood oxygen saturation SpO2
88% with inspired oxygen fraction (Fi0221% and hypoxaemia
with decreased oxygenation index PaO2FiO2- the ratio of par-
tial oxygen pressure in arterial blood and the inspired oxygen
fraction (Table 1).

The electrocardiogram revealed atrial fibrillation with
the frequency of cardiac contractions of 105-140 per minute,
horizontal axis, signs of left ventricle hypertrophy and diffuse

Limite normale Ziua 1 Ziua 3
Normal range Day 1 Day 3
0-20 39 26
0-400 672 388
0-48 37 40
0-48 29 30
60-120 65 105
3,5-8,5 6,5 10,0
90-110 48 77
7,35-7,45 7,35 7,43
35-45 46 56
75-100 91 60
>300 228 259
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Electrocardiograma a relevat fibrilatie atriald cu frecventa
contractiilor cardiace de 105-140 pe minut, axa electricd
orizontald, semne de hipertrofie ventriculard stangd si
modificari difuze ale proceselor de repolarizare a ventriculu-
lui stdng. Radiografia toracelui a demonstrat opacitate in lobul
inferior drept, hiluri deformate si largite, congestie pulmonara
venoasa, sinusuri voalate, epansament pleural bilateral, cu ac-
cent pe stanga si cardiomegalie (Figura 1).
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changes ofthe left ventricle repolarization processes. Chest X-
ray showed: lower right lob opacity, enlarged deformed hills,
pulmonary congestion, veiled sinuses, minimal bilateral pleu-
ral effusion with left emphasis and cardiomegaly (Figure 1).
On echocardiography, degenerative atherosclerotic chang-
es of ascending aorta, induction of ascending aortic walls, of
the aortic and mitral valve, dilatation ofthe left atrium, dilata-
tion of the right ventricle, thickened pericardium sheet were

Fig. 1 Radiografia toracelui pacientei in ziua internarii.
Fig. 1 ChestX-ray of the patient on admission.

n cadrul ecocardiografiei, au fost descoperite modificari
degenerative aterosclerotice ale aortei ascendente, ale val-
velor aortala si mitrald, dilatarea atriului stang, ventriculului
drept si ingrosarea foitelor pericardului. Tn cavitatea pericar-
dului, Tn proiectia atriului drept, au fost detectate 12,4 mm de
lichid. A fost observatd o hipertrofie concentrica simetrica a
ventriculilor drept si sting. Functia de pompa a miocardului a
fost sustinuta cu fractia de ejectie 52%, iar presiunea sistolica
in artera pulmonara a constituit 43 mmHg. Doppler-ecocardi-
ografia a relevat disfunctie diastolica restrictiva, insuficienta
valvelor aortald si tricuspida. Ultrasonografia cavitatii ab-
dominale a demonstrat modificdri difuze in parenchimul fi-
catului si pancreasului, prezenta lichidului liber in cavitatea
abdominala si in cavitatea pleurala stanga.

Pe parcursul spitalizarii, starea pacientei a ramas extrem
de grava, fara dinamica pozitivd, cu progresarea semnelor de
insuficienta cardiacd (edem pulmonar). Tn pofida tratamentu-
lui administrat (vasodilatatoare, bronhodilatatoare, preparate
antibacteriene, echilibrare hidro-electroliticd si oxigenare
prin ventilatie invazivd), starea pacientei a continuat sa se
deterioreze, cazul fiind soldat cu sfarsit letal prin sindromul
disfunctiei multiple de organe.

Examenul macroscopic (efectuat in timpul necropsiei) a
relevat modificari semnificative in organele mediastinului si
anume: pleura (foitele parietale si viscerale), cordul (stratu-
rile externe ale miocardului) si ganglionii limfatici mediasti-
nali si peribronhiali. Topografia organelor mediastinului a fost

found. In the region ofthe right atrium 12.4 mm of liquid were
detected. Concentric and symmetric moderate hypertrophy of
the left and right ventricles was observed. The left ventricle
myocardial pump function was maintained with 52% ejec-
tion fraction and pulmonary artery pressure was 43 mmHg.
Doppler-echocardiography revealed restrictive diastolic dys-
function, aortic and tricuspid valve insufficiency. Ultrasound
of the abdominal cavity illustrated diffuse changes in the liver
parenchyma and in the pancreas, free fluid was detected in the
abdominal cavity and in the left pleural cavity.

The patient’s condition worsened very rapidly, mostly due
to the progression of heart failure with acute pulmonary ede-
ma. Despite the treatment administered (vasodilators, anti-
coagulants, bronchodilators, antibacterials, hydroelectrolytic
balancing and oxygenation by invasive ventilation), the condi-
tion continued to worsen and the patient died because of the
multiorgan dysfunction syndrome.

The macroscopic examination performed during the ne-
cropsy revealed significant changes in the mediastinum or-
gans, namely: pleura (parietal and visceral leaves), heart (ou-
ter layers of the myocardium) and mediastinal and peribron-
chial lymph nodes. The topography ofthe mediastinum organs
was altered by generalized edema and distorting the location
ofthe heart with a slight medial dysplacement.

The pathological process was in the form of diffuse and ex-
tensive tumor infiltration, more pronounced at right antero-
lateral pericardial level with the involvement of marked, non-



modificatd, exprimata prin edem generalizat si deformarea
amplasarii cordului cu o usoara deplasare mediald a acestuia.

Procesul patologic a fost cu aspect de infilratie tumorala
difuza si extinsa, mai evidentiata la nivel de pericard antero-
lateral pe dreapta, cu implicarea foitelor pericardice Tngrosate
marcat, neuniform (de la 0,7 pana la 1,3 cm), de consistenta
densa si elastica, de culoare surie-albicioasa, in unele zone cu
aderente intre foitele parietala si viscerald. Pe sectiune s-a de-
terminat antrenarea Tn procesul patologic a stratului subepi-
cardiac a miocardului cu adancimea afectdrii (invazia) de 3-4
mm. Tn regiunea peribronsica au fost determinate formatiuni
nodulare, de consistenta elastica, cu diametrul de pana la 0,7-
1 cm, pe sectiune avand o culoare surie-albicioasa, cu focare
mici de imbibitie hemoragica.

Cu scop de investigatie histopatologica si stabilire a formei
histologice au fost prelevate fragmente de interes din pericard,
zone de aderente, zone din limitele tumorale, fragmente de
miocard cu invazie tumorald marginald, fragmente de tumord,
fragmentele cu implicarea miocardului si formatiuni nodula-
re (noduli limfatici). Fragmentele de interes au fost procesate
conform procedurilor standarde de procesare, sectionare Si
colorare.

Microscopic, Tn tesutul pericardiac / sclerotic au fost deter-
minate focare cu prezenta unei proliferari tumorale maligne
extinse (celule fusiforme / pleiomorfe de tip sarcomatoid), cu
caracter infiltrativ Tn tesutul adipos subepicardic, cu invazie
pana la miocard, focare de crestere in plaje solide, travee de
celule neoplazice, dispuse intr-o stroma cu reactie desmopla-
zicd pronuntatd, cu infiltrat limfoplasmocitar peritumoral si
intratumoral difuz moderat (Figura 2A). Gradul histologic de
proliferare tumorald a fost apreciat ca G3 (slab diferentiat), cu
prezenta invaziei perilimfovasculare (LV1). La coloratie Alcian
Blue a fost obtinuta reactie nesemnificativa de intensitate sla-
ba la nivel de stroma tumorald (Figura 2B).

Examenul microscopic al fragmentelor din ganglionii lim-
fatici a pus n evidenta substituirea structurilor ganglionare
cu tesut malign, focare cu prezenta celulelor fusiforme / pleio-
morfe de tip sarcomatoid, cu tendintd de formare a structuri-
lor cu patern solid, cu caracter infiltrativ in capsula si spatiile
pericapsulare.

Imunofenotipul tumoral a cuprins urmatoarele: reactie ci-
toplasmatica / perinucleara pozitiva, de intensitate moderata,
n celulele tumorale izolate pentru EMA, reactie citoplasmati-
ca pozitiva de intensitate moderata cu repartizare neuniforma
in celulele tumorale pentru Vimentin; reactie citoplasmatica
pozitiva de intensitate cu repartizare neuniforma slaba / mo-
derata in celulele tumorale pentru Desmin; reactie nucleara/
citoplasmatica pozitiva de intensitate cu repartizare neuni-
formad slaba / moderatd in celulele tumorale pentru proteina
S100 (Figura 2C-F).

Reactie citoplasmatica/membranard negativda in celulele
tumorale a fost atestata pentru CK 5/6, CK 7. Reactie nuclea-
ra / citoplasmatica negativa s-a observat in celulele tumorale
pentru BCL 2. Reactie nucleard negativa n celulele tumorale
s-a manifestat pentru TTF 1. A fost obtinuta reactie citoplas-
maticd negativa in celulele tumorale pentru SMA

Datele clinice, aspectul macroscopic, localizarea si extinde-
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uniform thickened pericardial leaves (0.7 to 1.3 cm) of dense
elastic consistency, of grayish-white color, in some areas - with
adhesions between the parietal and visceral sheets. The sec-
tion determined the involvement in the pathological process
of the subepicardial layer of the myocardium with a depth of
damage (invasion) of 3-4 mm. In the peribronchial region,
nodular formations of elastic consistency with diameters of
up to 0.7-1 cm were determined on the section with a salium-
white color, with small hemorrhagic foci.

For the purpose of histopathological investigation and
determination of the histological form, fragments of interest
from pericardium, areas of adherence, areas of tumor bound-
aries, myocardial fragments with marginal tumor invasion, tu-
mor fragments, myocardial fragments and nodular formations
(lymph nodes) were taken. The fragment ofinterest were pro-
cessed according to standard processing, slicing and coloring
procedures.

Microscopically, in pericardial/sclerotic tissues the foci with
the presence of an expanded malignant tumor (fusiform/ pleo-
morphic sarcomatoid cells), infiltrative in subepicardial adipose
tissue, invasion to myocardium, growth outbreaks in solid, neo-
plastic cells disposed in a pronounced desmoplastic reaction
scheme with a peritumoral lymphoplasmocellular infiltrate and
diffuse moderate intratumoral infiltrate were determined (Fig-
ure 2A). Histological proliferation of the tumor was assessed as
G3 (poorly differentiated) with the presence of perilymphovas-
cular invazion (LV1). At Alcian Blue staining, an insignificant re-
action with low intensity level at the tumoral stroma level was
obtained (Figure 2B).

The microscopic examination ofthe lymph node fragments
revealed the substitution of lymph nodes structures by malig-
nant tissue, foci with the presence of fusiform / pleomorphic
cells of the sarcomatoid type, with the tendency to form solid
pattern structures with infiltrative character in the capsule
and the pericapsular spaces.

The tumor immunophenotype comprised the following: a
moderate-positive cytoplasmic / perinuclear reaction in iso-
lated tumor cells for EMA; moderate positive cytoplasmic re-
action with uneven distribution in tumor cells for Vimentin;
positive intensive cytoplasmic reaction with poor/moderate
uneven distribution in tumor cells for Desmin; positive nucle-
ar / cytoplasmic reaction with poor/moderate non-uniform
distribution in tumor cells for S100 protein (Figure 2C-F).

Negative cytoplasmic / membrane reaction in tumor cells
was attested for CK5/6, CK 7. Negative nuclear / cytoplasmic
reaction was observed in tumor cells for BCL 2. Negative nu-
clear reacton in tumor cells was manifested for TTF 1. Nega-
tive cytoplasmic reaction was obtained in tumor cells for SMA

Clinical data, macroscopic appearance, tumor localization
and extension, histopathological picture and immunohisto-
chemical tests advocated for the diagnosis of Mixed malignant
mesothelioma with the predominance of the sarcomatoid com-
ponent (synonims: Sarcomatoid mesothelioma/ Fibrous meso-
thelioma, NOS/ Spindled mesothelioma / Desmoplastic meso-
thelioma), histological degree G3 (poorly differentiated), pe-
rilymphovascular invazion (LV1), multiple invazive fenomena
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Fig. 2 Fragmente din tesutul pericardiac. (a) focare de celule fusiforme/pleomorfe de tip sarcomatoid (HE, *40); (b) reactie nesemnificativa
de intensitate slaba la nivel de stroma tumorald (Alcian Blue, x40); (c) reactie citoplasmatica/perinudeara pozitiva, de intensitate moderata,
n celulele tumorale izolate (coloratie imunchistochimica EMA x20); (d) reactie citoplasmatica pozitiva de intensitate slabd/moderata cu
repartizare neuniformd in celulele tumorale (coloratie imunohistochimica Desmin, x40); () reactie citoplasmatica pozitiva cu repartizare
neuniformd moderata in celulele tumorale (coloratie imunohistochimica Vimentin, x40); () reactie nucleara/citoplasmatica pozitiva cu
repartizare neuniforma slaba/moderata in celulele tumorale (coloratie imunohistochimica S100 protein, x40).

Fig. 2 Fragments ofpericardial tissue. (a)foci offusiform/pleomorphic cells ofsarcomatoid type (HE, x40); (b) insignificant reaction ofpoor
intensity at the level of tumoral stroma (Alcian Blue, x40); (c) positive cytoplasmic/perinuclear reaction of moderate intensity in izolated tumor
cells (immunohistochemical staining EMA, x20); (d) positive cytoplasmic reaction ofpoor/moderate intensity with uniform distribution in
tumor cells (immunohistochemical staining Desmin, x40); () positive cytoplasmic reaction ofwith uneven moderate distribution in tumor cells
(immunohistochemical staining Vimentin, x40); (f) positive nuclear/cytoplasmatic reaction with poor/moderate uneven distribution in tumor cells
(immunohistochemical staining S100 protein, x40).

rea tumorald, tabloul histopatologic si testele imunohistochi-
mice au pledat pentru diagnosticul de Mezoteliom malign mixt
cu predominarea componentului sarcomatoid (sinonime: Me-
zoteliom sarcomatoid/Mezoteliom fibros), grad histologic G3
(slab diferentiat), invazie perilimfovasculara prezenta (LV1),
multiple fenomene invazive in organele adiacente si metasta-
ze n ganglionii limfatici mediastinali/peribronhiali.

Discutii

Desi mezoteliomul pericardic primar este rar intélnit, fiind
a treia tumoare cea mai comuna a inimii dupd angiosarcom
(33%) sirabdomiosarcom (20%). Tumorile pericardice prima-
re sunt rare si pot fi benigne (teratom, fibrom, angiom, lipom)
si maligne (mezoteliom, sarcom). Masele pericardice secunda-
re sunt, de obicei, metastatice, rezultate din cancer pulmonar
sau din cancer de san, melanom, limfom sau leucemie acuta
[4]. Vérsta de aparitie a mezoteliomului pericardial are un dia-
pazon larg (19-76 ani), cu o medie de 46 de ani, tumoarea fiind
mai frecventa la barbati decat la femei (3:1) [5]. Acesta repre-

into the adjascent organs and metastases in mediastinal and
peribronchial lymph nodes.

Discussion

Although primary pericardial mesothelioma is rare, it is
the third most common tumor ofthe heart after angiosarcoma
(33%) and rhabdomyosarcoma (20%). Primary pericardial tu-
mors are rare and may be benign (teratoma, fibroma, angioma,
lipoma) and malignant (mesothelioma, sarcoma). Secondary
pericardial masses are usually metastatic resulting from lung
or breast cancer, melanoma, lymphoma or acute leukemia [4].
Primary tumor of pericardial mesothelioma occurs in a wide
range of age (19-76 years) with an average age of 46 years
and is more common in males than in females (3:1) [5]. It ac-
counts for about 2-3% of all primary cardiac and pericardial
tumors. Primary pericardial mesothelioma only accounts for
about 1% ofall mesothelioma. The incidence of mesothelioma
varies significantly from one country to another. The highest
annual rates ofincidence (approximately 30 cases per million)



zinta aproximativ 2-3% din toate tumorile primare cardiace si
pericardice. Incidenta mezoteliomului variaza semnificativ de
la o tara la alta. Cele mai mari rate anuale de incidenta (apro-
ximativ 30 de cazuri la un milion de populatie) sunt observate
n Australia, Belgia si Regatul Unit. Factorul care contribuie la
incidenta scazutd a diagnosticului antemortem este caracterul
nespecific al simptomelor si semnelor clinice [6, 7].

Mezoteliomul se dezvolta din celule epiteliale seroase ale
mezoteliului. Cele mai frecvente localizari includ pleura (60-
70%) si peritoneul (30-35%). Mezoteliomul pericardial se
intalneste extrem de rar si reprezintd 0,7% din totalul per-
soanelor diagnosticate cu mezoteliom. Mesoteliomul pericar-
dial se poate prezenta ca o leziune infiltrativa localizata sau
difuza a pericardului [8, 9]. Au fost descrise patru tipuri histo-
logice de mezoteliom al pericardului: epitelioid, sarcomatoid,
desmoplastic si bifazic [5].

Factorii de risc incriminati Tn dezvoltarea mezoteliomului
sunt expunerea profesionald la azbest, radiatii si fibre min-
erale. Se estimeaza ca aproximativ 80% din mezoteliome se
dezvolta la persoanele cu istoric de expunere profesionald pe
baza de azbest sau la persoanele cu membri de familie care
sunt expusi profesional la azbest. Exista o perioada de Tntar-
ziere de 15-40 de ani Tntre expunerea si prezentarea bolii.
Desi azbestul este cel mai frecvent asociat cu mezoteliomul,
totusi, actiunea concomitenta a mai multor agenti cancerigeni
provoaca boala [8, 10]. De mentionat cd pacienta noastrd nu a
avutistoric de expunere la azbest.

Dovezi recente au aratat ca virusul oncogen Simian 40
(SV40) provoaca, preferential, mezoteliom la hamsteri si ca
SV40 este prezent in pana la 80% din mezoteliomul uman in
Statele Unite si Europa. Proteinele SV40 responsabile pen-
tru oncogeneza in vivo si transformarea celulard in vitro se
numesc antigene T (tumorale), deoarece animalele cu tumori
induse de SV40 au anticorpi Tmpotriva acestor proteine virale
care leaga si inactiveaza produsul genei supresoare tumorale
celulare (Rb si p53), cu o posibild contributie la formarea
fenotipului malign [11, 12].

Debutul simptomelor este, de obicei, insidios. Manifestarile
clinice frecvente ale mezoteliomului pericardial sunt
pericardita constrictiva, efuziunea pericardica, tampona-
da cardiacd si insuficienta cardiaca cauzata de infiltrarea
miocardica. Alte simptome pot aparea din cauza comprimarii
arterelor coronare si a raspandirii locale in jurul vaselor mari.
Mezoteliomul primar poate imita, de asemenea, pericardita
tuberculoasd sau mixomul intraatrial. De asemenea, au fost
raportate metastaze la distantd, blocuri de conducere cauzate
de infiltrari miocardice si embolie tumorald, care induc defi-
cite neurologice. Este important cd majoritatea cazurilor de
mezoteliom pericardic au fost diagnosticate prin histologie,
dupa interventii chirurgicale sau necropsii [1, 9].

Ecocardiografia este instrumentul cel mai frecvent utilizat
in investigarea initiald si permite: detectarea si localizarea tu-
n tumorile pediculoase, tipul restrictiv al disfunctiei diasto-
lice: fluxul de transmitere, cresterea suplimentara a presiunii
in atriul stang si ventriculul sting. Rezonanta magneticd si
tomografia computerizata sunt utile pentru a arata localiza-
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are observed in Australia, Belgium and the United Kingdom.
The factor contributing to the low incidence of ante-mortem
diagnosis is the non-specific and weak character of clinical
symptoms and signs [6, 7].

Mesothelioma develops from serous epithelial cells of me-
sothelium. The most common localizations include pleura
(60-70%) and peritoneum (30-35%). Pericardial mesothelio-
ma is extremely rare and represents 0.7% of all people diag-
nosed with mesothelioma. The pericardial mesothelioma may
be a localized or diffuse infiltrative lesion of pericardium [8,
9]. Four histological types of pericardial mesothelioma have
been described: epithelioid, sarcomatoid, desmoplastic and
biphasic [5].

Risk factors incriminated in the development of meso-
thelioma are professional exposure to asbestos, radiation
and mineral fibers. It is estimated that about 80% of meso-
thelioma develops in people with asbestos-based history of
professional exposure or in people with family members who
are professionally exposed to asbestos. There is a lag time of
15-40 years between exposure and disease presentation. Al-
though asbestos is most commonly associated with mesothe-
lioma, however, the concomitant action of several carcinogens
causes the disease [8, 10]. Our patient had no obvious history
of exposure to ashestos.

Recent evidence has shown that Simian 40 (SV40) onco-
genic virus preferentially causes mesothelioma in hamsters
and that SV40 is presentin up to 80% ofhuman mesothelioma
in the United States and Europe. SV40 proteins responsible for
in vivo oncogenesis and cellular transformation in vitro are
called T (tumor) antigens because animals with SV40-induced
tumors have antibodies against these viral proteins that bind
and inactivate cellular tumor suppressor gene product (Rb
and p53) possibly contributing to the formation of malignant
phenotype [11, 12].

The onset of symptoms is usually insidious. The frequent
clinical manifestations of pericardial mesothelioma are con-
strictive pericarditis, pericardial effusion, cardiac tampon-
ade and heart failure caused by myocardial infiltration. Other
symptoms may occur due to compression of the coronary ar-
teries and local spread in the large vessels around. Primary
mesothelioma may also imitate tuberculous pericarditis or
intraatrial myxoma. Also, remote metastases, leading block
due to myocardial infiltration, and tumor embolism that cause
neurological deficits have been reported. It is important to
mention that most cases of pericardial mesothelioma were di-
agnosed by histology after surgery or necropsy [1, 9].

Echocardiography is the most common instrument used
in the initial investigation and allows: tumor detection and
localization, assessment of attachment level and mobility,
especially in pediculous tumors, restrictive type of diastolic
dysfunction: transmitral flow, additional pressure increase in
left atrium and the left ventricle. Imaging through magnetic
resonance and CT imaging are useful to show the location, the
degree of involvement of contiguous structures, the constric-
tion degree and help in determining the resection properties.
Other investigations, such as immunohistochemistry, cytologi-
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rea, gradul de implicare a structurilor adiacente, gradul de
constrictie si ajuta la precizarea limitelor de rezectie a tumorii.
Alte studii, cum ar fi imunchistochimia, examinarea citologica
si continutul de acid hialuronic in aspiratul din pericard, pot
fi folosite Tn diagnostic, dar de multe ori produc rezultate fals
negative, astfel Tncat diagnosticul necesitd, de obicei, tesuturi
pentru evaluarea histologica postoperatorie sau in cadrul
necropsiei [4, 13].

Tratamentul este, de obicei, pur paliativ, iar 50-60% din-
tre pacienti mor in decurs de 6 luni din momentul stabilirii
diagnosticului. Prognosticul mezoteliomului pericardial pare
sd fie in mod clar mai rezervat decat cel al mezoteliomu-
lui pleural sau peritoneal. Desi tratamentul standard nu a
fost, deocamdatd, stabilit, chirurgia, radioterapia, chimiot-
erapia sau terapiile combinate sunt cele mai frecvent utili-
zate Tn practicd, iar supravietuirea medie a pacientilor este
de 10 luni, indiferent de tipul tratamentului aplicat. Rata de
supravietuire de 2 ani a cazurilor tratate chirurgical, revizuita
in literaturd, a fost de 14% [14, 15]. Prin urmare, nu a fost
stabilita Tnca tactica chirurgicald optimd in ceea ce priveste
amploarea unei rezectii pericardice. Tn plus, radioterapia nu
poate fi administrata pentru a controla boala, deoarece efect-
ele secundare ale unei astfel de radiatii au tendinta de a pro-
voca pericarditd sau miocarditd. De asemenea, actualmente
nu exista un regim standard de chimioterapie pentru mezo-
teliomul pericardial. Cu toate acestea, chimioterapia ciclica
combinatd este utilizatd, rezultdnd intr-o supravietuire de
aproximativ 1 an [16].

Prognosticul acestei boli raméne extrem de rezervat,
datoritda manifestarii sale tardive, incapacitatii de eradicare
completd a tumorii prin interventie chirurgicald si raspunsului
slab la radioterapie sau chimioterapie. Mezoteliomul pericar-
dial este mai nefavorabil decat mezoteliomul pleural sau peri-
toneal, deoarece chiar si dupa excizia chirurgicala, este o tu-
moare rapid recurenta [1, 7, 17].

Concluzie

Caracteristicile cazului prezentat de mezoteliom pericardic
malign au fost: varsta inaintata a pacientei, lipsa contactului cu
azbest Tn istoricul vietii, starea extrem de severa la internare,
tabloul clinic de insuficientd cardiaca cu edem pulmonar acut
si deces prin sindromul disfunctiei multiple de organe.
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cal examination and high pericardial aspirator hyaluronic acid
content may be used in diagnosis but often produce negative
results so that the diagnosis usually requires tissue for histo-
logical evaluation after surgery or necropsy [4, 13].

Treatment is usually purely palliative, and 50-60% of pa-
tients die within 6 months. The prognosis of pericardial me-
sothelioma appears to be clearly weaker than that of pleural
or peritoneal mesothelioma. Although standard treatment
has not yet been established, surgery, radiotherapy, chemo-
therapy or combined therapies are most commonly used in
practice, and the average survival of patients is 10 months
regardless oftreatment. The 2-year survival rate of surgically
treated cases, reviewed in the literature, was 14% [14, 15].
As a result, no optimal surgical therapy has been established
regarding the extent ofa pericardial resection. In addition, cu-
rative intent radiotherapy cannot be administered to control
local disease, because the side effects of such radiation tend
to cause primarily pericarditis or myocarditis. There is no
standard chemotherapy regimen. However, combined cyclic
chemotherapy is used resulting in a survival of approximately
1year [16].

The prognosis of this disease remains extremely poor due
to its late manifestation, inability to completely eradicate the
tumor by surgery and poor response to radiotherapy or che-
motherapy. The pericardial mesothelioma is more unfavor-
able than pleural or peritoneal mesothelioma, because even
after surgical excision, it is a rapidly recurring tumor [1, 7,17].

Conclusions

The features ofthe presented malignant pericardial meso-
thelioma case were: advanced age, lack of contact with asbes-
tos in the patient’s history, extremely severe condition on ad-
mission, clinical picture of heart failure with acute pulmonary
edema and multiorgan dysfunction syndrome.
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RECENZIE DE CARTE

Sanatatea sportivilor juniori:
factorii de risc si masuri de
preventie (monografie)

Autor: Serghei Cebanu, dr. st. med., conf. univ.
Tipografia Print Caro, Chisindu, 2019, 184 p.
ISBN 978-9975-56-673-5

Monografia intitulatd ,Sanatatea
sportivilorjuniori: factorii de risc si ma-
suri de preventie" a Dlui Serghei Ceba-
nu, abordeaza o tema de bazd pentru
medicina sportiva si igiena scolara. Este
vorba de problemele de igiend legate
de practicarea diverselor sporturi, mai
ales, Tn perioada de crestere si dezvol-

tare. SANATATEA SPORTIVILOR JUNIORI:

Problemele sanatatii sportivilor in
relatie cu factorii mediului de antrena-
ment sunt de o mare actualitate. Este
importanta cunoasterea factorilor care
pot duce la aparitia unor modificari
anatomice si fiziologice la nivelul orga-
nismului sportivului. Aceste modificari
pot favoriza aparifia unor stari premor-
bide si a unor probleme grave de sana-
tate. De asemenea, este importantad si
elaborarea unui set de masuri de pre-
ventie. Monografia realizatd de autor
incearca si reuseste sa rezolve aceste
probleme. Materialul realizat de conf.
univ. dr. Sergiu Cebanu are un caracter
de noutate, fiind primafn care se insista
asupra evaludrii complexe a sarii de sa-
natate a sportivilor juniori, in relatie cu
factorii de risc ai mediului si comportamentali, si elaborarea
masurilor profilactice adecvate.

Tn lucrarea de fatd, autorul a insistat asupra corelatiei exis-
tente Tntre factorii de risc de mediu si comportamentali ai
sportivilor juniori si starea lor de sanatate, in vederea elabo-
rarii unor masuri profilactice.

Starea de sanatate a sportivilor a fost evaluata prin cerce-
tarea modificdrilor functionale ale organismului acestora, a
morbiditdtii specifice si ale traumatismelor survenite n ca-
drul activitatii depuse in perioada de antrenament.

Foarte importanta in monografia elaborata este luarea n
consideratie a adaptarii sportivilor la efort si lamediul in care

Serghei CEBANU
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The monograph entitled "Health
status ofjunior athletes: risk factors
and preventive measures” written by
associate professor Serghei Cebanu,
addresses a basic theme for sports
medicine and school hygiene. These
are hygiene problems related to the
practice of various sports, especially
during the period of growth and
development.

The health problems of the
athletes in relation to the factors
of the training environment are
very current. It is important to
know the factors that can lead to
the appearance of anatomical and
physiological changes in the body of
athletes. These changes can promote
premorbid conditions and serious
health problems. It is also important
to develop a set of preventive
measures. The author’s monograph
tries and manages to solve these
problems. The material realized by
the associate professor Dr. Serghei
Cebanu has a novelty character,
being the first to insist on o complex
evaluation of the health status of junior athletes in relation to
environmental and behavioral risk factors and the elaboration
of appropriate prophylactic measures.

In this monograph, the author insisted on the correlation
between the environmental and behavioral risk factors of
junior athletes and their health status, in order to develop
prophylactic measures.

The health status of the athletes was evaluated by
investigating the functional changes of their body, the specific
morbidity and the traumas that occurred during the activity
time ofthe training period.

Very important in this monograph is that the author took



se antreneaza, si evaluarea riscului de aparitie a maladiilor la
sportivi.

Tn urma cercetérilor efectuate, s-au formulat concluzii
foarte importante pentru Medicina Preventiva si Medicina
Sportiva.

Rezultatele obtinute i-au permis Autorului sd faca reco-
mandari deosebit de valoroase privind ameliorarea conditiilor
de antrenament, asupra necesitatii asigurarii unei asistente
medicale sustinute pentru sportivi, privind rolul monitorizarii
permanente a starii de sdndtate a sportivilor dar, mai ales, in
timpul antrenamentelor, intensificarea tuturor masurilor le-
gate de promovarea sanatatii si de profilaxie a maladiilor in
randul sportivilor tineri.

Monografia este structurata logic si coerentin 6 capitole.

Tn capitolul 1 au fost puse in evidentd particularitatile
morbiditdtii si traumatismului sportiv, rolul examinarilor me-
dico-sportive Tn monitorizarea starii de sdnatate a sportivilor
si nivelul de asistentd medicald a sportivilor din Republica
Moldova. Tn acest capitol, sunt reflectate realizarile moderne
asupra temei studiate. El este alcatuit pe baza analizei detalia-
te apublicatiilor din tara si strdinatate, in special, ale ultimului
deceniu si cuprinde sursele bibliografice cele mai importante
referitoare la problema studiata.

Autorul a demonstrat cd asemenea aspecte ale problemei
cum sunt evaluarea fiziologo-igienica a conditiilor de antrena-
ment a sportivilor juniori, influenta factorilor de mediu, pro-
blemele legate de adaptarea sportivilor la efort sunt, deocam-
data, studiate insuficient.

Capitolul 1l contine informatii despre caracteristica si eva-
luarea factorior de risc cu impact asupra sanatatii sportivilor
juniori. Necesita a fi mentionata includerea urmatoarelor as-
pecte Tn caracteristica igienica a conditiilor de antrenament:
identificarea particularitatilor edificiilor sportive si estimarea
factorilor de risc ai mediului ocupational. Tn acest context, pot
fi evidentiate prioritdtile specifice, sarcinile, directiile princi-
pale de elaborare, evaluare si implementare a masurilor pro-
filactice. De asemenea, Tn cadrul particularitatilor igienice ale
factorilor mediului ocupational a edificiilor sportive, autorul a
descris urmatoarele aspecte: microclimatul, iluminatul, facto-
rii chimici si bacteriologici, cu determinarea parametrilor de
influentd la starea de sanatate a sportivilor juniori. Rezultatele
obtinute confirma faptul cd, conditiile de antrenament deter-
mind, in mare masurd, modificarile fiziologice si morbiditatea
sportivilor, depistate in rezultatul cercetarii, argumenteaza
necesitatea elaborarii si implementarii masurilor profilactice
privind imbunatatirea conditiilor de antrenament a sportivi-
lor si promovarea sanatatii Tn randul lor.

Capitolul 111 este consacrat cercetarilor si discutiei rezulta-
telor obfinute, a analizei starii de sandtate a sportivilor juniori.
Odirectie importanta a acestui capitol, abordata de autor, este
repartizarea nivelului si structurii morbiditatii nregistrate la
sportivi Tn perioada 2007-2016 care este Tn continuad crestere.
Acest capitol al monografiei este de o importanta deosebita,
intrucit aceste date permit elaborarea masurilor profilactice
specifice pentru micsorarea impactul antrenamentului pro-
priu-zis asupra sanatatii sportivilor.

Tn capitolul IV se prezintd o evaluare complexd a starii

into consideration the adaptation of the athletes to the effort
and to the environment in which they train and evaluated the
risk of disease occurrence in athletes.

Following the research carried out, very important
conclusions have been reached for Preventive Medicine and
Sports Medicine.

The obtained results allowed the author to make very
valuable recommendations regarding the improvement of
the training conditions, on the need to provide a sustained
medical assistance for the athletes, on the role ofa permanent
monitoring of the athletes health status, especially during
the training time, the intensification of all measures related
to health promotion and diseases prophylaxis among young
athletes.

The monograph is structured logically and coherently in 6
chapters.

Chapter 1 highlighted the peculiarities of morbidity and
sports injuries, the role of medical-sports examinations in
monitoring the athlete’s health status of and the level of
medical assistance of athletes in the Republic of Moldova.
This chapter reflects the modern achievements on the studied
subject. It is based on a detailed analysis of the publications
in the country and abroad, especially of the last decade and
includes the most important bibliographic sources regarding
the studied problem.

The author has demonstrated that such aspects of the
problem as assessing physiological and hygienic conditions for
training of junior athletes, the influence of the environmental
factors, the problems related to the adaptation ofthe athletes
to the effort, are still insufficiently studied.

Chapter 1l contains information on the characteristics and
evaluation ofrrisk factors with an impact on the junior athletes’
health. Itis necessary to mention the inclusion ofthe following
aspects inthe hygienic characteristic ofthe training conditions:
identification of the peculiarities of the sports buildings and
estimation ofthe risk factors ofthe occupational environment.
In this context, specific priorities, tasks, main directions for
elaboration, evaluation and implementation of prophylactic
measures can be highlighted. In addition, within the hygienic
peculiarities ofthe factors ofthe occupational environment of
sports buildings, the author described the following aspects:
microclimate, lighting, chemical and bacteriological factors
determining parameters, which influence the health of junior
athletes. The obtained results confirm that the training
conditions largely determine the physiological changes
and the morbidity of the athletes detected as a result of the
research, they argue the need to develop and implement the
prophylactic measures regarding the improvement of the
training conditions of the athletes and the promotion of their
health.

Chapter 1l is refers to the research and discussion of the
obtained results, the analysis ofthe health status ofthe junior
athletes. An important direction of this chapter approached
by the author is the distribution of the level and structure
of the morbidity registered in athletes during the period of
2007-2016, which is constantly increasing. This chapter of
the monograph is of particular importance since these data



functionale a organismului si capacitatii de activitate a tineri-
lor sportivi care practica jocurile sportive. Estimarea igienica
a particularitatilor fiziologice ale organismului sportivilor a
permis evidentierea modificarilor esentiale ale principalilor
indicatori, survenite in urma antrenamentului sportiv. Modi-
ficarile morfofunctionale care apar in organism in procesul
antrenamentului se manifesta prin anumiti indici fiziologici
de antrenare. Gradul modificarilor acestor indici de antrenare
depinde de tipul de sport practicat si de performanta sporti-
vului, de particularitatile lui individuale.

Tn acest capitol, de asemena, sunt prezentate rezultate-
le estimarii gradului de risc de dezvoltare a modificarilor
functionale nefavorabile a organismului sportivilor juniori
si a gradului de adaptare a sportivilor la conditiile de antre-
nament. Pentru estimarea rolului si gradului de influenta a
factorilor de mediu asupra organismului sportivilor, autorul
a recurs la evaluarea lor complexa prin utilizarea metodelor
statistice de regresie si corelatie, fapt ce a permis evidentierea
legdturilor de corelatie dintre indicii starii de sandtate a spor-
tivilor si factorii mediului de antrenament.

Tn capitolele Vi V1, sunt prezentate méasurile de promova-
re a sanatatii si de profilaxie a maladiilor in randul sportivilor,
precum si recomandari pentru optimizarea activitatii servi-
ciului de medicina sportiva si organizarea asistentei medica-
le a sportivilor. Rezultatele cercetdrii efectuate de autor pri-
vind caracterul si rdspandirea morbiditatii si traumatismului
printre sportivii juniori, conditiile de antrenament si de trai,
caracteristica alimentatiei sportivilor, evolutia procesului de
adaptare, i-au permis sa elaboreze un complex de masuri de
preventie a starilor functionale nefavorabile a organismului
sportivilor si de ameliorare a starii lor de sanatate.

Indiferent de nivelul de activitate, o problema considerabi-
la pentru sportivi o reprezinta traumatismele care pot duce la
un risc crescut de incapacitate, uneori cu efecte de lungd dura-
td. Traumatismele sunt mentionate ca una dintre cele mai im-
portante motive pentru ca sportivii sa renunte la practicarea
sportului de performata. La sportivii juniori existd numeroase
probleme legate de informatiile deficitare pe care acestia le
detin referitor la riscul de accidentare si de abandon al acti-
vitatii sportive. Deci, este necesard o supraveghere stricta a
acestei categorii de populatie pentru a identifica sporturile cu
riscuri ridicate de traumatisme, precum si pentru asigurarea
cunostintelor necesare cu referire la impactul traumatismelor
asupra organismului sportivilor si prevenirea lor.

n concluzie, consider aceastd monografie valoroasa prin
subiectul abordat, prin faptul cd se bazeaza pe o documentare
foarte bogata si recentd, pentru modul cum a fostrealizata cer-
cetarea, astfel incat rezultatele obtinute i-au permis autorului
sa faca recomandari pertinente si valoroase in domeniu.

Adriana Albu, medic primar igiena

doctor 1n stiinte medicale, conf. univ.

seful Disciplinei igiena - sdndtatea mediului
Universitatea de Medicina si Farmacie ,,Grigore T. Popa”
lasi, Roménia
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allow the elaboration of the specific prophylactic measures
to reduce the individual training impact on the health of the
athletes.

Chapter IVpresents a complex assessment ofthe functional
status ofthe body and the activity capacity ofyoung sportsmen
who practice sports games. The hygienic estimation of the
physiological peculiarities ofthe sportsmen’s body has allowed
highlighting the essential changes ofthe main indicators, which
have occurred because of the sports training. The morpho-
functional changes that occur in the body during the training
process are manifested by certain physiological indices of
training. The degree of modification of these training indices
depends on the type ofsport practiced and the performance of
the athlete, on their individual peculiarities.

This chapter also presents the results of estimating the risk
degree in developing an unfavorable functional change of the
body of junior athletes and of adaptation degree of athletes
to the training conditions. In order to estimate the role and
the degree of influence of the environmental factors on the
sportsmen’s body, the author carried out a complex evaluation
of this by using the statistical methods of regression and
correlation, which allowed to highlight the correlation links
between the indices ofthe health status ofthe athletes and the
factors of the training environment.

In the Chapter V and M are presented measures of health
promotion and prevention of diseases among athletes and rec-
ommendations for optimizing the activity of sports medicine
service and organizing the medical assistance of athletes. The
results ofthe research carried out by the author on the charac-
ter and spread level of morbidity and trauma among the junior
athletes, the training and living conditions, the characteristics
of the athlete’s nutrition, the evolution of the adaptation pro-
cess allowed him to elaborate a complex of measures to pre-
vent the unfavorable functional states ofthe sportsmen’s body
and improving their health.

Regardless of the level of activity, a considerable problem
for athletes is the injury that can lead to an increased risk
of disability, sometimes with long-term effects. Injury is
mentioned as one of the most important reasons for athletes
to give up performing sports. Injunior athletes there are many
problemsrelated to the lack ofinformation they have regarding
the risk of injury and abandonment of the sports activity.
Therefore, close supervision of this category of population is
necessary to identify sports with high risk of injury, as well as
to provide the necessary knowledge regarding the impact of
injury on the body of athletes and their prevention.

In conclusion, I consider this monograph valuable through
the subject addressed, because it is based on a very rich and
recent documentation, for the way the research was carried
out, so that the results obtained allowed the author to make
relevant and valuable recommendations in the field.

Dr. Adriana Albu, primary doctor

PhD, associate professor

head of the Discipline of hygiene - environmental health
"Grigore T. Popa” University of Medicine and Pharmacy
lasi, Romania
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ceed 10 persons. Ifthe research group exceed 10 individual authors,
n the 'Authors name” section first two will be cited, all others should
be mentioned atthe end ofthe article, in the "Acknowledgements and
funding” section.

Members of the research group who do not meet the formal cri-
teria of the authorship, but have had some contribution to the paper,
may be mentioned n the 'Acknowledgements and funding” section.

Note: To differentiate the corresponding author, as well as au-
thors who have an equal contribution to the work, using special



zul cand grupul de lucru depéseste 10 autori individuali, vor fi citati
n sectiunea ,,Numele si prenumele autorilor” doar primii doi, iar res-
tul vor fi mentionati la sfarsitul articolului, la sectiunea ,,Multumiri si
finantare”

Membrii grupului de lucru, care nuindeplinesc criteriile formale
de autor enumerate, dar au avut o oarecare contributie la lucrare, pot
fi mentionati in sectiunea ,,Multumiri si finantare”.

Notd: Pentru a diferentia autorul corespondent si autorii care au
contribuit Tn aceeasi masura la lucrare, folositi caractere speciale, ca
exponenti, la sfarsitul numelor lor:

(*) - pentru Autorul corespondent;

(t) - pentru Autorii care au avut o contributie egala.

(De exemplu: Adrian Belii*, Adrian Beliit)

Nu se vor mentiona gradele si titlurile stiintifice si cele stiintifico-
didactice.

mAfilieri. Afilierea autorilor se va scrie dupa sectiunea ,,Numele
autorului (autorilor)” Tn acest sens, se va mentiona numele completal
institutiei de afiliere a autorului (autorilor), localitatea si tara.

Afilierea se marcheaza cu cifre arabe, in superscript (de exemplu:
Adrian Beliil)

m Elementele scoase n evidenta din articol:

0 Ce nu este, deocamdatd, cunoscut la subiectul abordat (desc-
risn 1-3 fraze)

0 Ipoteza de cercetare (formulatd in 1-2 fraze)

0 Noutatea adusa de articol literaturii stiintifice din domeniu
(limitatd la 1-3 fraze).

Din pagina noua:
Rezumatul
Rezumatul trebuie sa fie scris la timpul trecut, persoana a treia.
Acesta trebuie sa ofere un sumar concis al scopului, obiectivelor, re-
zultatelor semnificative si concluziilor studiului, Tn limitele la 350 de
cuvinte, organizate in urmatoarele sectiuni:
m Introducere - unde se va reflecta, pe scurt, contextul si scopul
principal al studiului;
m Material si metode - cuma fost realizat studiul si ce teste sta-
tistice au fost aplicate;
m Rezultate - prezinta rezultatele principale ale studiului;
m Concluzii - oscurtd trecere n revista a constatarilor facute, cu
posibile implicari pentru studii ulterioare.

Nu utilizati abrevieri si citatii in rezumatul articolului.

Cuvintele cheie

Enumerati 4-10 cuvinte cheie, care sunt reprezentative pen-
tru continutul articolului. Pentru a usura gasirea articolului Dvs.
de catre motoarele de cautare ale bazelor de date, folositi termeni
recomandati din lista de titluri cu subiect medical de pe http://nim.
nih.gov/mesh.

nregistrarea trialului clinic

Tn caz daca articolul Dvs. comunic rezultatele unui trial clinic, va
rugam sa indicati Registrul trialului si numarul unic de Tnregistrare
atrialului.

Exemplu: ,,Current Controlled Trials 1SRCTN61362816". Atentie!
Nu trebuie sa existe niciun spatiu ntre literele si cifrele numarului
unic de Tnregistrare a trialului. Pentru mai multe informatii, va ru-
gam sd accesati http://www.isrctn.org (International Standard Ran-
domised Controlled Trial Number) si http://www.icmje.org (Interna-
tional Committee of Medical Journal Editors).
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characters as a superscript index at the end oftheir names is recom-
mended:

(*) - Corresponding author;

(t) - Authors with equal contribution.

(e.g. Adrian Belii*, Adrian Beliit)

mAffiliation: Please state the full name of institution, city and
country to which the author(s) is affiliated. Affiliation should be
marked with Arabic numerals in superscript after the author(s)
name (e.g. Adrian Beliil)

mArticle highlights:

O What is not yet known on the issue addressed inthe submitted
manuscript (described in 1-3 sentences)

O The research hypothesis (described in 1-2 sentences)

O The novelty added by manuscript to the already published
scientific literature (limited to 1-3 sentences).

From new page:
Abstract
The abstract should be written using the past tense, third per-
son. It should provide a concise summary ofthe purpose, objectives,
significant results and conclusions of the study. The summary text
should not exceed 350 words organized into the following sections:
m Introduction - reflect in short the context and purpose of the
study;
m Material and methods - describe how the study was conduc-
ted and specify the applied statistics;
m Results - present the key results of the study;
m Conclusions - a brief overview of the findings, with possible
implications for further studies.
Do not use abbreviations or citations inthe abstract ofthe article.

Key words

List 4-10 keywords that are representative for the contents ofthe
article. To facilitate finding of your article by search engines of elec-
tronic databases, use MESH keywords list (available on http://nim.
nih.gov/mesh).

Registered clinical trial

In case ifyour article reported the results of a clinical trial, please
indicate Trial Register and the unique registration number of the
trial.

Eg.: "Current Controlled Trials ISRCTN61362816”

Attention! There should be no space between letters and num-
bers ofthe unique record number ofthe trial. For more information,
please visit http://www.isrctn.org (International Standard Random-
ized Controlled Trial Number) and http://www.icmje.org (Interna-
tional Committee of Medical Journal Editors).

From new page:

Introduction

The Introduction section should be written using past tense, third

person, and should:

m provide information that would allow readers outside of the
field to enter the context ofthe study, to understand its meaning;

m define the problem addressed and explain why it is important;

m include a brief review of recent literature inthe field;

m mention any controversy or disagreement existing in the field;

m formulate research hypothesis and present the main and se-
condary assessed outcomes;


http://nlm
http://www.isrctn.org
http://www.icmje.org
http://nlm
http://www.isrctn.org
http://www.icmje.org

Din pagina noua:

Introducerea

Introducerea, scrisa latimpul trecut, persoana atreia, trebuie:

m sd ofere informatii care ar permite cititorilor din afara domeniu-
lui sa intre Tn contextul studiului, sa-i inteleagd semnificatia;

m sd defineasca problema abordata si sd explice de ce aceasta
este importanta;

m s3 includa o scurtd trecere n revista a literaturii recente din
domeniu;

m s3 mentioneze orice controverse sau dezacorduri relevante in
domeniu;

m sd formuleze ipoteza de cercetare si sa prezinte parametrul
principal si cei secundari de rezultat;

m sd concluda cu scopul lucrdrii si cu un comentariu care sa ateste
dacd scopul propus a fost atins.

Material si metode

Tn sectiunea ,,Materiale si metode” trebuie sa fie descrise cu de-
talii suficiente procedurile efectuate. Aici se vor mentiona protoco-
alele detaliate privind metodele utilizate precum si informatii justi-
ficative. Sevor include: design-ul studiului, descrierea participantilor
si materialelor implicate, descrierea clara a tuturor interventiilor
si comparatiilor efectuate, precum si testele statistice aplicate. Se
vor specifica denumirile generice de medicamente. Atunci cand in
cercetare sunt folosite branduri, se indica in paranteze denumirea
lor comerciald. Tn cazul studiilor pe subiecti umani sau pe animale,
trebuie sa fie mentionata aprobarea etica (data si nr. procesului ver-
bal al sedintei Comitetului de Eticd, presedintele CE si denumirea
institutiei, In cadrul careia activeaza CE), precum si consimtamantul
informat al persoanelor.

Rezultate

Rezultate si discutiile vor fi prezentate Tn sectiuni separate.

Autorii trebuie sa prezinte rezultate clare si exacte. Rezultatele
prezentate trebuie explicate (nu justificate sau comparate, Tn aceasta
sectiune) cu constatdri fundamentale, evident, referitoare la ipoteza
care a stat la baza studiului. Rezultatele trebuie redate concis si logic,
cu accentuarea celor noi.

Discutii

Se va descrie impactul, relevanta si semnificatia rezultatelor obti-
nute in domeniul respectiv. Rezultatele obtinute se vor compara cu cele
provenite din studiile anterioare din domeniu si se vor trasa potentiale
directii viitoare de cercetare. Discutiile trebuie sa confina interpretari
importante ale constatarilor si rezultatelor, in comparatie cu studiile
anterioare. De asemenea, se vor mentiona limitele studiului si factorii
potentiali de bias.

Concluzii

Aceasta sectiune trebuie sa concluda laconic intregul studiu si sa
specifice, care este plus-valoarea adusa la informatiile disponibile de-
spre subiectul abordat. Tn concluzii nu se vor oferi informatii noi si nu
se vor dubla (repeta) cele prezentate in sectiunea ,,Rezultate”.

Abrevieri

Folositi numai abrevieri standard. De asemenea, pot fi formulate
si alte abrevieri, cu conditia ca acestea vor fi descifrate in text atunci
cand sunt utilizate pentru prima data. Abrevierile din figuri si tabele
vor fi descifrate Tn legendd. Abrevierile trebuie folosite cat mai rar
posibil.

m conclude with the research’ propose and a short comment
whether the purpose has been achieved.

Material and methods

"Materials and methods” section should present m sufficient de-
tails all carried out procedures. Here should be described protocols
and supporting information on the used methods. It will include
study design, subjects’ recruitment procedure, clear description
of all interventions and comparisons and applied statistics. in the
manuscript text the generic names of drugs should be used. When
drug brands are used their trade name will be shown in parenthe-
ses. For studies on humans or animals a statement about ethical
approval and informed consent of study subjects should be include.
Please specify date and number of Ethics Committee (EC) decision,
chair ofthe ECas well as institution within ECis organized.

Results

Results and discussion should be presented in separate sections.
Authors must present results in a clear and accurate manner. Results
should be explained (not justified or compared in this section) and
include fundamental statements related to hypothesis behind the
study. The results should be presented concisely and logically, em-
phasizing on new original data.

Discussion

Describe the impact, relevance and significance of the obtained
results for the field. The results are compared with those from pre-
vious publications and draw potential future research directions.
Discussions should include important interpretations of the findings
and results compared with previous studies. Also, study limitations
and potential bias should be mentioned.

Conclusions

This section should conclude laconically entire study, and high-
light the added-value brought on the studied issue. The conclusions
should not provide new information or double (repeat) those pre-
sented inthe "Results” section.

Abbreviations

Use only standard abbreviations. Other abbreviations may be
defined and provided when are used for the first time in the manu-
script. Abbreviations in the figures and tables will be explained in le-
gend. Abbreviations should be used as rare as possible.

Declaration of conflict of interests

Following publication, persons or organizations involved in the
study become public and thus their reputation may be influenced.
Therefore, authors must disclose financial and non-financial relation-
ship with people or organizations and to declare conflicts of interest
related to the data presented in the manuscript. in accordance with
the ICMIE guidelines, authors must fulfill a statement of conflicts of
interest, which will be published at the end ofthe article.

Complementing the declaration of conflicts of interest the follow-
ing will be taken into consideration

Forfinancial conflicts ofinterest

specify whether any organization has financial relationship
with research presented in the manuscript, including funding,
salary, reimbursements;

m mentioned, if the article has any impact on the eventually in-



Declaratia de conflict de interese

Dupa publicare, persoanele sau organizatiile implicate in stu-
diu vor deveni publice si astfel poate fi influentatd reputatia lor.
Prin urmare, autorii trebuie sa dezvaluie relatia financiara sau non-
financiara cu persoane sau organizatii si sa declare conflictele de in-
terese pentru datele si informatiile prezentate n manuscris. Tn con-
formitate cu ghidurile ICOMIE, Autorul (autorii) trebuie sa completeze
o declaratie privind Conflictele de interese, care va fi prezentata la
sfarsitul articolului publicat.

Completand declaratia referitoare la Conflictele de interes, se vor

luain consideratie:

Pentru Conflicte de interesefinanciare

m specificati daca vreo organizatie are relafie financiara cu lu-
crarea stiintifica reflectata in manuscris, inclusiv de finantare,
salariu, rambursari;

m mentionati, daca articolul are un impact asupra organizafiei
date, ce ar genera pierderi sau profituri dupa publicare, in
prezent sau in viitor;

m autorul (autorii) trebuie sa precizeze daca detin cote de pro-
prietate Tn orice organizatie care ar putea sa suporte pierderi
sau sa aiba profituri dupa publicare, in prezent sau in viitor. De
asemenea, se recomanda sa se specifice daca autorul (autorii)
detin(e) sau aplica pentru orice drepturi de proprietate (bre-
vet) Tn legatura cu continutul utilizat in manuscris;

m precizati daca exista oricare alte conflicte de interese.

Pentru Conflicte de interese non-financiare

m Va rugam sa specificati oricare conflicte de interese non-fi-
nanciare legate de politicd, individuale, religioase, ideologice,
educationale, rationale, comerciale etc., care au legatura cu
manuscrisul.

Contributia autorilor

Aceastd sectiune a manuscrisului are rolul de a specifica
contributia si gradul de implicare a fiecdrui autor. n acest sens, va
rugam sa respectati formatul exemplului propus: ,,HW a conceput
studiul, a participat la design-ui studiului si a ajutat la redactarea
manuscrisului. MG a efectuat procesarea exemplarelor, a metodelor de
cultura aie tesutului si a elaborat manuscrisul. TKa efectuat testele de
imunofiuorescentd. PN a participat la colorarea probelor si la analiza
citometrica prinfiux. AR aparticipat la elaborarea design-uiui studiu-
lui si a efectuat analiza statistica. Manuscrisul final afost cititsi apro-
bat de catre toti autorii".

Fiecare Autor trebuie sd aiba o contributie individuald n
desfasurarea cercetarii, pregatirii manuscrisului si publicarii lucrarii.
Un Autor trebuie sa contribuie semnificativ la conceptul si design-ul
lucrarii, la efectuarea procedurilor experimentale, la colectarea date-
lor, la compilarea, analiza, interpretarea si validarea rezultatelor.

Conform recomandarilor Comitetului International al Editorilor
Revistelor Medicale, ICMIE, (www.icmje.org), drept autor poate fi
considerata persoana care se incadreaza in toate cele 4 criterii:

1. a adus o contributie individuala substantiald conceperii,
elabordrii design-ului cercetdrii, sau a colectat, analizat sau
interpretat datele;

2. aelaborat manuscrisul sau I-a revazutin mod critic, aducand o
contributie intelectuald importanta;

3. a aprobat versiunea finald a manuscrisului, gata pentru pub-
licare;

4. este de acord sa fie responsabild pentru toate aspectele leg-
ate de cercetarea efectuata si de manuscrisul depus pentru
publicare si sa dea asigurare, ca toate intrebdrile referitoare la
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volved organization and could generate losses or profits after
publication, now or in the future;

m authors must indicate ifthey have shares ownership in any or-
ganization that may incur losses or take profits after publicati-
on, now or n the future. Also, you should specify whether the
author (s) own (s) or apply to any property rights (patent) on
the content used in the manuscript;

m indicate ifthere are any other conflicts of interest.

For non-financial conflicts ofinterest

m Please specify any non-financial conflicts of interest: political
individual, religious, ideological, educational, rational, com-
mercial etc. related to manuscript.

Authors’ contributions

This section of the manuscript is to specify the input and in-
volvement of each author. in this regard, please followthe suggested
format: "HW conceived the study and participated in study design
and helped drafting the manuscript. MG performed the processing of
specimens and tissue culture methods and drafted the manuscript. TK
performed immunofluorescence tests. PN participated in staining and
flow-cytometry. AR participated in the study design and performed
the statistical analysis. Final manuscript was read and approved by
all authors™.

Each author must have an individual contribution to the re-
search, manuscript preparation and work publication. An author
should contribute substantially to one of the following: the concept
and design ofthe work, performing ofthe experimental procedures,
data collection, compilation, analysis, interpretation and validation
of results.

According to the International Committee of Medical Journals
Editors, ICMIE (www.icmje.org), as author may be a person who fit
all four of following criteria:

1. has made a substantial personal contribution in desi-gning,
developing research protocol, or collected, analyzed and in-
terpreted data;

2. developed or reviewed critically the manuscript bringing a
significant intellectual contribution;

3. approved the final version of the manuscript ready for pub-
lication;

4. agrees to be responsible for all aspects of the conducted re-
search and submitted manuscript and to assure that all ques-
tions relating to accuracy or completeness of the work was
adequately assessed and resolved.

Note: Persons who have contributed to the work, but not fit the
four criteria mentioned above cannot be considered as authors.
Their contribution will be mentioned in the 'Acknowledgment and
funding section” ofthe manuscript. Also, people who have only been
involved Tn data collection, monitoring, technical assistance and
funding, are not eligible as coauthors, but they may be mentioned in
the 'Acknowledgements and funding” section. Mere position of head
of unit, department or institution, on which the research was con-
ducted, without fulfilling all four ICMIE criteria, doesn't provide the
right to be a coauthor ofthe work.

Acknowledgements and funding

People who contributed to the study design, data collection, anal-
ysis and interpretation, manuscript preparation and editing, offered
general or technical support, contributed with essential materials
to the study, but do not meet ICMIE authorship criteria will not be
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acuratetea sau integritatea lucrarii vor investigate si rezolvate
n mod corespunzator.

Notd: Persoanele, care au contribuit la realizarea lucrarii, Tnsa
nu se Tncadreaza in toate cele 4 criterii enuntate mai sus, nu pot fi
considerate drept autori; contributia acestora va fi mentionata n
sectiunea ,,multumiri si finantare” a manuscrisului. De asemenea,
persoanele care au fost implicate doar in colectarea datelor, su-
praveghere, asistenta tehnica si finantare, nu detin drept de Autor,
dar ei pot fi mentionati in sectiunea ,,multumiri si finantare” Simpla
detinere a functiei de sef de unitate, departament sau institutie, n
cadrul céreia s-a efectuat cercetarea, fara indeplinirea tuturor celor
4 recomandari ale IOMIE, nu ofera dreptul de a fi (co)autor al lucrarii.

Multumiri si finantare

Persoanele care au contribuit la elaborarea design-ul studiului,
colectarea datelor, analiza si interpretarea acestora, la pregatirea
manuscrisului si la redactarea lui critica, au oferit suport general sau
tehnic, au contribuit cu materiale esentiale pentru studiu, dar care
nu Tndeplinesc criteriile ICMIE de Autor, nu vor fi considerate drept
Autori, dar contributia lor va fi mentionatd in sectiunea ,,multumiri
si finantare” Tot in aceasta sectiune se vor mentiona sursele de
finantare ale lucrarii. Mentionarea persoanelor fizice sau juridice,
care au contribuit la realizarea lucrdrii si manuscrisului, poate fi
facuta doar dupa obtinerea unei permisiuni de la fiecare dintre ele.

Tabelele

Fiecare tabel va fi creat cu dublu-spatiere si amplasat pe o pagina
separatd, dupa textul manuscrisului. Enumerarea tabelelor va fi
consecutiva, cu cifre arabe, Tn ordinea primei lor citdri Tn text, scris
cu caractere grase (bold), alinierea - pe stanga, deasupra tabelului.
Fiecare tabel va avea un titlu laconic, care va fi scris cu caractere nor-
male (regular) sub numarul tabelului. Nu utilizati caractere bold Tn
interiorul tabelului. Urmati exemplul prezentat:

Tabelul 1. Evenimente adverse intra-anestezice si imediat
post-extubare

Lot experimen- Lot control

tal (n=100) (n=100) P
Disritmii 6,0% 3,0% 0,49
Instabilitate hemodinamica 7,0% 1,0% 0,034
Trezire prelungitd™ 11,0% 4,0% 0,19
GVPOf post-extubare 8,0% 27,0% 0,007
Durere intensa la trezire 17,0% 19,0% 1,0

Notd: * - trezire neobisnuit de lentd, dupd ce concentratia cerebrald a
reziduurilor de anestezice a trecut sub pragul de inducere a hipnozei;
t - greatd si voma postoperatorie. Analiza statistica utilizata: testul Fisher.

Legendele si notele explicative vor fi facute sub tabel. Toate
abrevierile non-standard se vor explica in notele de subsol, folosind
urmatoarele simboluri, in urmatoarea ordine: *,f ,t,8,] |,",*,t
t-**-88-1111-HTetc.

Mentionati, de asemenea, testele statistice aplicate si tipul de
date prezentate. Asigurati-va ca fiecare tabel este citat in text. Daca
utilizati date din alta sursa publicatda sau nepublicata, trebuie sa
obtineti permisiunea si sa declarati pe deplin sursa sub tabel.

considered as authors, but their contribution will be mentioned in
section "Acknowledgements and funding” Also in this section must
be specified the sources of work funding. Mention of persons or in-
stitutions who have contributed to the work and manuscript can be
made only after obtaining permission from each of them.

Tables

Content of each table should be double-spaced and placed on
a separate page after the text of the manuscript. Tables numbering
will be done using consecutive Arabic numerals Tn the order of their
first citation n the text; it is should be written Tn bold, align to left
and place above the table. Each table should have a concise title that
will be written in bold (regular) under table number. Do not use bold
within the table. Please follow the example:

Table 1. Intra-anesthetic and immediately post-extubation adverse
events

Experimental
Control Cohort

e o
Dysrhythmia 6.0% 30% 0.49
Hemodynamic instability 7.0% 1.0% 0.034
Prolonged awakening* 11.0% 4.0% 0.19
PONVf post-intubation 8.0% 27.0% 0.007
Strong pain on awakening 17.0% 19.0% 1.0

Note: *- Unusually slow awaking, after that cerebral concentration
of the anesthetic reach the under hypnotic level; f - postoperative
nausea and vomiting. Used statistical analysis: Fisher's exact test.

Legends and notes will be place under the table. All non-standard
abbreviations should be explained in footnotes, using the following
symbols, in the following order: * f, t, § | |, X **ff, t t, 8§ ||| "
A etc.

Applied statistical tests and the type of presented data should be
also mentioned. Make sure that each table is cited in the text. Ifyou
use data from another published or unpublished source, you must
obtain permission and cited the source below the table.

Figures

Figures will be included in the main manuscript, and also sub-
mitted as separate files. The manuscript figures should be presented,
each one on a separate page and should be numbered consecutively
with Arabic numerals in the order oftheir citation in the text. Figure
numbering will be written abbreviated (Fig. 1), using bold fonts, left
alignment, and placed under the figure. Each figure should have a la-
conictitle that will be written using regular fontand place in the right
ofthe figure’s number.

Figures’ quality should assure the visibility of details. Pictures of
persons potentially identified must be accompanied by written per-
mission to use it. Ifa figure has been previously published, please cite
the original source and submit the written permission to reproduce
the figure from the copyright owner. Permission can be taken from
both the author and the publisher, except the documents of public
domain.

For figures, the following file formats are accepted:

o TIFF

0 JPEG

0 EPS (preferred format for diagrams)



Figurile

Figurile vor fi prezentate atat in manuscris, cat si pe fisiere sep-
arate. In manuscris, figurile vor fi prezentate dupa textul lucrarii,
fiecare pe pagina separata si vor fi numerotate consecutiv, cu cifre
arabe, Tn ordinea citarii lor in text. Numerotarea va fi scrisd abreviat
(Fig. 1), cu caractere grase (bold), alinierea - pe stanga, sub figura.
Fiecare figura va avea un titlu laconic, care va fi scris cu caractere
normale (regular) in dreptul numerotarii.

Figurile trebuie sa fie calitative, vizibile in detaliu. Fotografiile
cu persoane potential identificabile trebuie sa fie nsotite de permi-
siunea scrisa de a utiliza fotografia. In caz contrar, fata persoanelor
trebuie acoperitd cu o bandd neagra. n cazul in care o figuré a fost
publicata anterior, faceti referinta la sursa originala si prezentati per-
misiunea scrisa de la detinatorul drepturilor de autor pentru a repro-
duce figura. Permisiunea poate fi luatd atat de la autorul figurii, cat si
de la editor, cu exceptia documentelor din domeniul public.

Pentru figuri, sunt acceptate urmatoarele formate de fisiere:

o TIFF

0 JPEG

0 EPS (format preferat pentru diagrame)

o PowerPoint (figurile trebuie sa fie de marimea unui singur

diapozitiv)

Titlul fisierului va consta din numarul figurii si un titlu scurt,
identificabil.

Legendelefigurilor

Legenda figurii va fi scrisa n continuare, imediat dupa titlul
figurii. Descrierea figurii nu trebuie sa repete descrierea din textul
manuscrisului. Gind sunt folosite simboluri, sageti, numere sau li-
tere pentru a identifica, descrie parti ale ilustratiilor, identificafi-le si
explicati-le pe fiecare Tn mod clarin legenda. Explicafi scala interna si
identificati metoda de colorare Tn microfotografii.

Va rugam sa retineti ca este de responsabilitatea autorului (auto-
rilor) de a obtine permisiunea de la detinatorul drepturilor de autor
pentru a reproduce figuri sau tabele care au fost publicate anteriorin
altd parte. Imaginile color vor fitiparite din contul autorilor.

Referintele bibliografice

Toate referintele bibliografice trebuie sa fie numerotate consecu-
tiv, Intre paranteze patrate [ ], In ordinea Tn care sunt citate Tn text.
Citatele de referinta nu trebuie sa apara in titluri sau subtitluri. Fie-
care referintd trebuie sa aibd un numar individual. Citdrile multi-
ple din cadrul unui singur set de paranteze trebuie sa fie separate
prin virgula si spatiu. Tn cazul in care exista trei sau mai multe citari
secventiale, acestea ar trebui sa fie indicate sub forma de serie. Ex-
emplu: [1, 5-7, 28].

VA rugdm sa evitati folosirea excesiva a referintelor. Tn cazul in
care se folosesc sisteme automate de numerotare, numerele de
referintd trebuie sa fie finalizate, iar bibliografia trebuie formatata
complet inainte de depunere. Lista de referinta trebuie sa contind tofi
autorii. Abrevierea revistelor trebuie sa fie in conformitate cu Index
Medicus / MEDLINE. Pot fi citate doar articolele sau rezumatele care
au fost publicate si care sunt disponibile, accesibile prin intermediul
serverelor publice. Orice rezumate sau articole nepublicate sau cu
caracter personal nu trebuie sa fie incluse in lista de referinta, dar pot
fi incluse in text si citate Tn mod corespunzator, indicand cercetatorii
implicati. Obtinerea permisiunii printr-o scrisoare de la autori pen-
tru a le cita comunicérile sau datele nepublicate sunt in responsabili-
tatea autorului corespondent al articolului.

Formatul referintelor

Autorii sunt rugati sa furnizeze cel putin un link pentru fiecare
referinta bibliografica (preferabil PubMed).
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o PowerPoint (figures should be of the size of a single slide)
The file title should include the figure number and an identifiable
short title.

Figures’legends

Figure's legend should be written immediately after the figure's
title. Figure's description should not repeat the description mthe text
of the manuscript. When used symbols, arrows, numbers or letters to
describe parts of the figure, explain clearly each one of them m the
legend. Explain the internal scale and identify the staining method of
the photomicrographs.

Please note that it is the responsibility of the author(s) to obtain
permission from the copyright holder to reproduce figures or tables
that have been published previously elsewhere. Color images will be
printed at the expense of the manuscript authors.

References

All references must be numbered consecutively, in square brack-
ets [], inthe order they are cited inthe text. Reference citations should
not appear in titles or subtitles. Each reference should have an indi-
vidual number. Multiple citations within a single set of brackets must
be separated by commas and spaces. Ifthere is a sequence of three or
more citations, they have to be given as a range (e.g. [1, 5-7,28]).

Please avoid excessive use of references. If an automatic system
of citation is used, reference numbers must be finalized and the bib-
liography must be fully formatted before submission. Reference list
should include all authors. Journals' abbreviation must be in accor-
dance with Index Medicus/MEDLINE. It may be cited only articles or
abstracts that have been published and are available through public
servers. Any abstracts or unpublished data or personal items should
not be included in the reference list, but may be included in the text
and cited accordingly, indicating the involved researchers. It is of
manuscript authors' responsibility to obtain the permission to refer
to unpublished data.

Referencesformat

Authors are asked to provide at least one link for each citation
(preferably PubMed).

o journal article reference

Surname and initials of the author(s), separated by commas (reg-
ular). Title of article (regular). Abbreviated name of the journal (in
italics), followed by the year, volume number: pages number (regu-
lar). Articles in press should be specified as "'Inpress' (italic, bold),
after the pages number. All the authors should be listed.

eg.: "1. Belli A, Cobaletchi S, Casian V, Belli N, Severin G, Chesov
I, Bubulici E Les aspects pharmaco-economiques dans la gestion de
ladouleur perioperatoire. Mise au point. Ann FrAnesth Reanim, 2012;
31: 60-66. "

o Book reference

Surname and initials of the author (s), separated by commas (reg-
ular). Title of chapter (regular) (cited page(s) number). In: Title of
book. Details of the editor, publisher, place, year of publication.

e.g. "Belii A Risk management and patient safety version anesthe-
sia and intensive care unit (p. 115-134). In: Recommendations and
Protocols in Anesthesia, Intensive care and Emergency medicine. Edi-
tors: Sandesc D, Bedreag O, Papurica M Ed. Mirton, Timisoara, Roma-
nia, 2010".



o0 Referinta la revista

Numele si initialele autorului sau al autorilor, separate prinvirgula
(regular). Titlul articolului (regular). Forma abreviatd a denumirii re-
vistei (italice), urmat de anul, numarul volumului: numarul paginilor
(regular). Articolele in curs de publicare citate vor fi mentionate cu
JInpress" (italic, bold), dupa numarul paginilor. Se vor mentiona tofi
autorii articolului.

Ex ,,1. Belii A, Cobaletchi S, Casian V, Belii N, Severin G, Chesov
I, Bubulici E Les aspects pharmaco-economiques dans la gestion de la
douleur perioperatoire. Mise au point. Ann FrAnesth Reanim, 2012; 31:
60-66."

0 Referinta la carte

Numele si initialele autorului sau al autorilor, separate prin
virguld (regular). Titlul capitolului (regular) (numarul paginii sau
paginilor citate). Tn: Titlul cartii. Detalii privind Editorul. Editura,
locul, anul editérii.

Ex ,,L Belii A Gestiunea riscului si siguranta pacientului in an-
estezie si terapie intensiva (p. 115-134). Tn: Recomandari si protocoale
n anestezie, terapie intensiva si medicina de urgentd. Editori: Sandesc
D, Bedreag Q, Papuricd M Ed. Mirton, Timisoara, Roméania, 2010.”

0 Referinta la Web

Numele si initialele autorului sau al autorilor, separate prin virguld,
sau denumirea definatorului de drept de autor (regular). Titlul. Numele
site-ului. Disponibil la adresa: [URL]. Accesat pe: data.

Exemplu: ,,Agency For Healthcare Research and Quality (AHRQ).
Production pressures. WWebM&M. Disponibil la adresa: [http://web-
mm.ahrg.gov/case.aspx? casel D=150]. Accesat pe: 18.06.2010.”

Pentru precizari si informatii suplimentare:
Adrian Belii, dr. hab. st. med., prof. univ.,
Redactor-sef

tel: +373 79579474

e-mail: editor.mjhs@usmf.md

0 Web reference

Name and initials of the author(s), separated by commas, or
Copyright holder (regular). Title. Site Name. Available at: [URL]. Ac-
cessed: date.

Eg.: "Agency for Healthcare Research and Quality (AHRQ). Pro-
duction Pressures. WebM & M Auvailable at: [http://webmm.ahrqg.
gov/case.aspx? caselD = 150]. Accessed on: 18.06.2010™

For more details, please contact:
Adrian Belii, PhD, university professor
Editor-in-chief

tel: +373 79579474

e-mail: editor.mjhs@usmf.md
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Statina de ultima generatie

Corectie rapida a nivelului de lipidel

Tot spectrul de doze: 5 mg, 101

ATENTIE

PROTECTIE

mertenil

rosuvastatina

MERTENIL

Un aliat prietenos in gestionarea colesterolului

ENMRLCNEEOAAA U 1: Mertenil 5 mg, 10 mg,20 mg comprimate filmate. COMRATIACGAITAINAG GNITTANAWertenil 5
mg,10mg, 20mg comprimate filmate: Fiecare comprimat filmat contine 5 mg rosuvastatina (sub formé de rosuvastatind caldei). RIRDARARKETICGA
Comprimate filmate. Mertenil 5 mg, 10 mg"0 mg comprimate filmate: Comprimat filmat rotund blconvex, de culoare albi sau aproape alba, Inscriptionate cu
*G3 '04* 'G5 pe o faid. Indicatii tarapnitics: Tratam entl hiperalesterolem iei Adulti, adolescenti si copil cu varsta de 10 ani gl mai mult, cu
hipercolesterolemle primara (tip lla, indusiv familiala 4) sau mixta (tip Ilb), ca adjuvant la dieté atund cand
raspunsul la regimul alimentar sl alte tratamente non-farmacologlce (de exemplu exercifi fizice, scédere In greutate) nu este adecvat

raportarilor evenimentelor adverse renale grave Tn cazul utilizarii dupa punerea pe piatd este mal mare pentru doza de40 mg. 0 evaluarea functiei renale trebuie
luaté Neconsiderare pe parcursul monitorizarii de ruting a padentilor tratati ai doze de40 mg. Sectela nive luim i le asup

scheletice, de exemplu mlalgle, miopatie si, rareori, rabdomioliz, au fest raportate tn cazul pacienfilor tratati cu Mertenil pentru toate dozele sin spedal pentru
doze > 20 mg. Au fost raportate razuri foarte rare de rabdomioliza tn cazul folosirii ezetimlbtn asociere cu inhibitori ai HMG-CoA reductazel. 0 interactiune
formacodnetica nu poate i exclusa silh cazul utilizérii asorieri acestora se impune prudenta. Similar ltor inhibitori ai HMG-CoA reductazei, frecventa raportari

familiala fwmozlgotd, ca tratament adjuvant al dietei si la alte tratamente hipolipemiante (de exemplu LDL-afereza) sau Necazurile tn are aceste ratamente nu
sunt adecvate. P entebr km . Prevenirea majore la padentii care sunt estimati saaiba un risc ridicat
pentru un prim eveniment cardiovascular, ca adjuvant pentru corectarea altor factori de risc Dzesi moddeadinistraredinainte de Iniierea tratamentului,
padentul trebuie s& urmeze un regim hipocolesterolemiant standard care trebuie s& continue i Intimpul tratamentului. Doze: Doza trebuie individualizatd th
functie de obiectivul tratamentului si de raspunsul pacientului, utilizand ghidurile prezente. Tretam lem kei. Doza inifiala deste 5
mg sau 10 mg pe cale orald o data pe zi, atat la pacien(ii care nu au mai urmat nldodaté tratament cu slatine, cat sl la padentji care sunttrecufi la un tratament
cuun altinhibitor al HMG CoA-redudazei. Alegerea dozei de inifiere trebuies iatn individuala si riscul cat

asodate utilizarii dupa punerea pe piat este mal mare pentiu doza de 40 mg. Delem hareavab i creathkiazet Creatinkinaza
(CK) nu trebuie determinata dupa un exercifiu fizicintens sauin prezenia unei posibile cauze de crestere a CK, deoarece poate determina confuzie in Interpretarea
rezultatului. Daca valorile CK sunt semnificativ mai mari la inifierea tratamentului (> SxISN) trebuie efectuat untestdeconfiim arein urmatoarele 5-7 zile. Daca
repetarea testului confima o valoare Initiald a CK > 5xLSN, tratamentul nu trebuie Initiat Gemfibrozil creste riscul de miopatie atund cand este administrat
concomitent cu unii inhibitori ai HMG-CoA reductazel. Prin urmare, combinatia rosuvastatina cu gemfibrozil nu este recomandata. Benefidul unor modificari
ulterioare ale concentrafiilor lipidelor prin utilizarea combinaté a rosuvasfetinei cu fibrafi sau niadn, trebuie luatd n considerare cu pniden(a avand n vedere
posibilele riscuri ale unei astfel de combinafii. Rosuvasfetina nu trebuie folosita la nld un pacient cu o afecfiune acuté sau severa sugestivi pentru miopatie sau

siriscul potential de reactii adverse. Ajustarea dozei poate fi tacuta dupa 4 saptamani, daca este necesar. Preveniea evenim entelorcartin ascuksre:In studiul de
doza utilizata afostde 20 mg pe zi. Copifiaddescenp:Administrarea la adolescenti trebuie efectuaté numai
de catre specialisti. Copii si adolescentj intre 10 §i 17 ani (baie(i Tanner Etapa Il si mai sus, fetele care sunt cal putin 1an post-rrrenartis). La copii si adolescenti cu
hipercolesterolemle familiald heterozigotd, doza uzuala de sfert este de 5 mg pe zI. Doza uzualé este de la 5 mg la 20 mg oral odaté pe z|.Titrareatrebuie realizata
tn functie de raspunsul individual si de tolerabllitatea la copii si adolescenti, asa cum recomanda recomandarile de tratament pediatric (vezi pet 4.4). Copi si
adolescenf trebuie plasate pe dieté de reducere a colesterolului standard inainte de inceperea tratamentului cu rosuvasfetina; aceasta dieté ar trebui s fie
continuata tn timpul tratamentului cu rosuvastatina. Siguranta si eficacitatea dozelor mal mari de 20 mg nu au fost studiate la aceasta populatie. Doza de 40 mg
de rosuvasfetina nu este recomandat la copii §l adolescenti. U tizarea ia varsii Doza initiala recomandat a pacienti cu varste peste 70 de ani este 5 mg
Dazaid la pacienpicu factoripredsposm plam o patt Doza de inifiere recomandata este 5 mg in cazul pacientilor cu factori predispozanti pentru miopatie
Tratam ent concom tent Rosuvasfetina este un substrat din diferite proteine transportoare (de exemplu, OATP1B1 sl BCRP). Riscul de miopatie (Indusiv
rabdomioliza) este crescut tn cazul cand este 4 cu anumite medi care pot creste plasmatka de

din cauzaii cuaceste proteine (deaem plu ddosporira si anumitiinhibitori de proteaza, indusiv combinaji de ritonavir
cu atazanavlr, lopinavir, sl/sau tipranavir). Ori de céte ori este posibil, medicamentele alternative, ar trebui sa fie luate tn considerare, I, dacé este necesar,
intreruperea tratamentului cu rosuvastatina temporar. In situafiile tn care 4 a acestor o este inevitabila,
benefidul sl riscul ratamentului concomitent sl ajustari ale dozei de rosuvastatina trebuie cu atentie luata Neconsiderare. Modul de administrare: Mertenil poate
fi administrattn orice momental zilei, cu sau fara alimente. Gortraindiicatii; Mertenil este la pacienti cu la 4 sau la
oricare dintre exdpienti. fa pacienti cu boala hepatica activa, indusiv la cei cu valori serice crescute inexplicabile, persistente ale transamirazelor si orice valoare
serica crescuta atransaminazelor mai mare de 3 limita superioaid a normalului (LSN), la padentl cu Irsufidentd renala severa (dearance al creatininel < 30 m I/
min). la pacienti cu miopatie. la pacienti carora li atratament cu a.tn timpul sardnil si alaptarii sl lafemel aflate la u varsta
fertila care nu utilizeaza mésuri contraceptive adecvate. Atertionéri Si precautii fpedale pentru utilizare: Efecte renale: Proteinuria, evidentiat prin teste
de tipgdipsttdc’s|, care are, In prindpal etiologic tubulard, a fost observata la padentii tratai cu doze mal mari de Mertenil, In spedal 44 mg sl Ne majoritatea
razurilor a fost tranzitorie sau 4. Proteinuria nu s-a afi predictiva pentru boala renala acuté sau progresiva (vezi peL 4.8). Frecventa
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cu pentru unei renale secundare rabdomiolizei (de exemplu sepsis, hipotensiune arterialé, interventie chirurgicala majora,
traumatism, tulburéri metabolice, endocrine si electrolitice severe, sau convulsii necontrolate). Efecte hepatce: Similar altor inhibitori ai HMG-CoA reductazei,
Mertenil trebuie utilizatcu prudenta la pacientii care consumé cantitéj excesive de alcool etillcsi/sau au de boal4 hepatica. 4 efectuare
de teste pentru evaluarea functiei hepatice inainte de, si la 3 luni dupa inifierea tratam entului. Mertenil trebuie fntrerupt sau doza trebuie scézuta daca valoarea
transaminazelor serice este de 3 ori mai mare decat limita superioard a normalului. In cazul pacientilor cu hipercolestemlemie secundara datorata
hipotiroidismului sau sindromului nefrotk, cauza subiacentd trebuie tratatd tnainte de initierea terapiei. Raactii adwru: Reactile adverse observate la
rosuvastatina sunttn general usoare si tranzitorii.In studiile dinice controlate, mai putin de 4% dintre padentii tratati cu rosuvastatina au fost retrase din cauza
reactilor adverse. Similar altor Inhibitori al HMG-CoA reductazei, Inddenta reactiilor adverse tinde sé fie dependentd de dozé. Efecterende:Proteinuria decelata.
cu dipstkk-uri si cu etiologle, tn principal tubularé, a fost observata la padentji tratafi cu Mertenil. Absenta proteinuriei sau urme ale trecerii proteinelor tn urin
la-H- sau mai m ult au fost observate la < 1% dintre pacienti la un moment dat t timpul tratamentului cu 10 §i 20 mg. 0 crestere minora a modificarii (de la
lipsa sau uime la +) a fost observata tn cazul dozei de 20 mg. Tn majoritatea cazurilor, proteinuria se reduce sau dispare spontan dacé terapia este continuata.
Revizuirea datelor din studille dinke si experienta dupa punerea pe piata si pana Ne prezent nu a identificat o asociere cauzal Intre proteinurie si boala renals
acuts sau evolutiva. Hematuria a fost observata la padentji tratafi cu rosuvastatin si datele dinice araté i inddenta el este redusa. Efectela nive luim usculaturi
schekeice: La padentii tratafi cu rosuvastatind au fost raportate efecte asupra musculaturii scheletice, cum ar fi mialgle, miopatie (indusiv miozit) sl, rareori,
rabdomioliza, pentru toate dozele si Nospedal pentru doze > 20 mg. 0 crestere a concentrafiilor (X dependentd de doza a fost observata la padentii tratati cu

i cazurilor au fost ugoare. siranzitorii. Dacé valorile CK sunt crescute (> 5 x LSN), tratamentul trebuie intrerupt, fierte la
nivelhepatic Similar altor inhibitori al HMG-CoA reductazel, a fost observaté o crestere a transaminazelor In relatie cu doza la un numér mic de padentl cérora li
se administreaza rosuvastatin; majoritatea cazurilor au fost usoare, asimptomatfee si tranzitorii. Grupa farmacoterapeutica: inhibitori ai HMG - CoA reductazei,
cod ATC C10AA075. Datasi num anil =) 222491,22492,22493 din 16.06.2016. UL lunie 2016
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FASCONAL® J

0 tratamentulsimptomaticaldurerilormoderatesisevere;
+ tratamentuldurerilor cu diferite localizari;

+ tratamentulstarilor febrile.

Fasconal comprimate filmate contine: acid acetilsalicilic 200 mg, paracetamol 200 mg, codeind 10 mg sl cafeina 25
mg. Fasconal este indicat pentru tratamentul simptomatic de scurtd durata al durerilor de Intensitate moderata
pand la severd, cu diferite localizari: dureri de cap, migrend, nevralgii (dureri pe traiectul unui nerv), mialgii (dureri
musculare), artralgii (dureri articulare), dureri dentare sau in sfera ORL, dismenoree (menstruatii insotite de dureri)
si tratamentul starilor febrile. Fasconal este contraindicat: dacé sunteti alergic la acid acetilsalicilic sau la ali
salicilati, la paracetamol, cafeind, codeina sau la oricare dintre celelalte componente ale acestui medicament; daca
aveti crize de astm bronsic, probleme respiratorii severe sau dacd atj avutin trecut astm bronsic indus de administrarea
salicilatilor sau a unor substante cu actiune similara, in special antiinflamatoare nesteroidiene; daca aveti tendintd
de sangerare crescuta (diateza hemoragicd), probleme cu coagularea sangelui sau alte boli cu risc de sangerare
(trombocitopenie, hemofilie, hipoprotrombinemie); dacé aveti sau ati avutin trecut ulcer la nivelul stomacului sau
intestinului subtire; dacd luati n acelasitimp si metotrexatin doze egale sau mai mari decét 15 mg pe saptdamana; daca
aveti probleme severe ale ficatului, ale inimii, ale rinichilor; daca aveti sangerari digestive; daca abuzati de alcool etilic;
daca avetj stari comatoase; in caz de sarcina sau daca aldptati. Fasconal nu este recomandat adolescentilor cu functie
respiratorie compromisa, pentru tratamentul febrei din réceald. Atentionari si precautii: inainte sa luati Fasconal,
adresati-vd medicului dumneavoastra sau farmacistului: daca aveti astm bronsic, alte afectiuni alergice respiratorii
sau hipersensibilitate la analgezice antiinflamatoare; daca ati avutin trecut sangerari digestive; daca suferiti de guta;
daca veti fi supus unor interventii chirurgicale, chiar minore (de exemplu extractii dentare), deoarece existé riscul
unor sangerdri; daca aveti anumite afectiuni care cresc riscul de sangerari; nu este recomandata folosirea la copiii
si adolescentii cu gripd, viroze respiratorii sau variceld din cauza riscului de complicatii infectioase si sindrom Reye.
Sindromul Reye este o boala rard, dar cu potential letal, care se manifestd prin vérsaturi persistente, deshidratare,
afectarea stérii de constientd si convulsii, care necesitd terapie intensivd. Acest medicament contine o substantd
activa (codeind) care poate determina pozitivarea testelor antidoping. Fasconal este contraindicat in timpul sarcinii.
Nu luati Fasconal in timpul alaptdrii. Codeind si morfina trec in laptele matern. Fasconal are influentd majora asupra
capacitétii de a conduce vehicule sau de a folosi utilaje. Prin urmare, este contraindicat la persoanele care conduc
vehicule sau folosesc utilaje. Doze si mod de administrare: Adultii si adolescentji cu varsta peste 15 ani trebuie
sd ia un comprimat Fasconal, la nevoie; daca este necesar, doza se poate repeta la intervale de 6 ore. Nu luati mai
mult de 4 comprimate Fasconal intr-un interval de 24 ore. Nu se recomandd administrarea la intervale mai mici de 6
ore. Acest medicament este contraindicat copiilor si adolescentilor cu varsta sub 15 ani. Reactii adverse rare: reactii
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anafilactice, eruptii trecatoare ale pielii, blande (urticarie), reactie alergica severa caracterizatd prin umflare a pielii la
nivelul extremitatilor sau fetei, a limbii sau buzelor, a mucoaselor la nivelul gatului sau céilor respiratorii, ceea ce poate
duce la scurtarea respiratiei sau dificultai lainghitire (angioedem), crize de astm, ingustarea cailor respiratorii datorita
spasmului musculaturii (bronhospasm) generate de acidul acetilsalicilic, eruptii trecatoare pe piele, rogeata a pielii si
urticarie generate de paracetamol. Pentru codeina au fost raportate reactii de hipersensibilitate, care pot fi manifestate
prin: reactii alergice nespecifice si anafilaxie; hiperreactivitate a tractului respirator, de exemplu astm bronsic,
agravarea astmului bronsic, ingustarea cdilor respiratorii datorita spasmului musculaturii (bronhospasm), greutate in
respiratie (dispnee); variate reactii ale pielii, de exemplu: mancarimi, blande (urticarie), angioedem si afectiuni severe
ale pielii si mucoaselor manifestate prin roseata a pielii, eruptii severe cu vezicule si bule, respectiv descuaméri ale pielii
(dermatita exfoliativa si buloasé incluzand necroliza epidermica toxica si eritem polimorf); cresterea valorilor serice
ale transaminazelor si fosfatazei alcaline (acid acetilsalicilic). STATUT LEGAL: Se elibereaza fard prescriptie medicald.
Acest prospect afost revizuitin ianuarie 2016.

,Acesta este an medicament Cititi cu atenpe prospectul. Deca apar manifestari neplacute, adresativa
mediculuisau farmeacistului.CertificatNr. 23359din 30.03.2017.

Informatji detaliate privind acest medicament sunt disponibile pe web-site-ul Agentiei Nationale a
Medicamentuluisi a DispazitivelorMedicale: http-J/nomendator.amed.nd
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