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EDITORIAL

Comunicarea cu pacientul

Motto:

,Discutia cu pacientul e necesard pentru a
oferi acestuia posibilitatea de a participa la
procesul de selectie a modalitdtii terapeutice
optime. Cdand pacientul e implicat in mod activ
in acest proces, creste proportia rezultatelor
favorabile si, in acelasi timp, scade costul tra-
tamentului’.

(Robert M. Kaplan)

in ultimele decenii, se simte o acerbi nevoie de a aminti
medicului (si celor care il ajuta in indeplinirea obligatiilor sale
profesionale) faptul ca in fata sa se afla o fiinta umana care
are nevoie de intelegere si de sprijin, iar aceste doua elemente
nu pot veni din partea unui robot, ci numai de la o alta fiinta
umana. lar ceea ce ne deosebeste, printre altele, de roboti, este
capacitatea de comunicare verbala cu cei de o seama cu noi. Si,
pentru ca suntem fiinte umane, obligatia e de a ne comporta ca
atare. Numai zeii nu converseaza, doar comanda.

Din pacate, aceste adevaruri sunt de multe ori uitate. As
mai aminti si acea situatie in care, dupa ce medicul a consultat
toate datele aparute pe calculator (nu pe pacient!) si a ada-
ugat cateva noi despre situatia actuald, 1-a programat pentru
investigatii suplimentare si i-a prescris retetele de rigoare, dar
nu i-a mai ramas timp pentru a discuta cu pacientul, pentru a
raspunde la intrebarile 1n legatura cu deciziile ce au fost sau
trebuie luate. Aceeasi nepasare - voita sau nu - fata de nevoia
de a comunica cu semenul aflat in suferinta se simte si la patul
pacientului internat. Un distins profesor de neurologie israeli-
an, recent decedat, a publicat in urma cu ani o scrisoare in care
descria modul in care s-a desfasurat vizita medicului-sef al
sectiei in care tocmai fusese internat: discutia la patul sau s-a
purtat doar intre medic si asistenta-sefd, cei doi au schimbat
date despre situatia acestuia si au luat hotararile de rigoare
privind continuarea tratamentului fara a arunca macar o pri-
vire celui aflat in patul din fata lor.

in lunga mea cariera am asistat, nu o dat3, la situatii in
care medicul, incapabil sd inteleaga nelinistea sufleteasca
in care se afla pacientul, 1i comunica vesti cruciale pentru
viitorul sau intr-o maniera care, realmente, aducea cu aceea
folosita de un robot. Discutii pe coridor, uneori raspunzand
unei intrebari cu spatele la interlocuitor, in timp ce medi-
cul se indeparta cu pasi repezi de necajitul pacient, iata
imagini care nu ma parisesc nici in ziua de azi. In recenta
mea colectie de glume despre medici si medicing, aparuta
nu demult la editura UMF Tg. Mures, si-au facut loc cateva
povestioare cu haz, avand ca subiect asa-zisa comunicare
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EDITORIAL

Communication
with the patient

Motto:

"Discussion with the patient is necessary
for giving him the opportunity to participate
in the process of selecting the optimal thera-
peutical way. When the patient is actively
involved in this process, the proportion of fa-
vorable outcomes increases and, at the same
time, reduces the cost of treatment’.

(Robert M. Kaplan)

In recent decades, it feels needlesly to remind to the doctor
(and those who help him in fulfilling his professional obliga-
tions) that, in front of him, there is a human being that needs
support and understanding, and these two elements can not
be given by a robot, than by another human being. And what
distinguishes us, by the way, from robots, is the ability of ver-
bal communication with our fellows. And because we are hu-
man beings, our duty is to match this behaviour. Only the gods
do not talk, they just order.

Unfortunately, this truth is often forgotten. I also recall
to the situation when, after the doctor had consulted all the
data on the computer (not the patient!) and added a few more
about the current situation, he scheduled him for the further
investigations and prescribed recipes, but there was no time
left, to discuss with the patient, to answer questions about the
decisions that have been or have to be taken. The same indi-
fference - willing or not - to the need in communication with
the suffering fellow is also felt at the bed of the hospitalized
patient. A distinguished Israeli neurologist, who recently died,
published a letter, a few years ago, where he describes how
was the visit of the physician chief, in the department where
he had just been hospitalized: the discussion at his bed was
only between the doctor and the nurse, they changed with
each other data about his situation and took the rigorous deci-
sions about the further treatment, without even taking a look
at the person in the bed in front of them.

In my long career, I have assisted, not once, the situations
in which the physician, unable to understand the pacient an-
xiety, communicated to him crucial news about his future in a
manner that, actually, could be done by a robot. Discussions on
the corridor, sometimes answering a question sitting back to
the interlocutor, while the doctor walked away from the suffe-
ring patient with the hurrying steps, these are the images that
don’t leave me today. In my recent collection of jokes about
doctors and medicine, which appeared not a long time ago at



6]

dintre medic si pacient. Adevarul este c3, in spatele multor
anecdote despre medici, se afla un trist adevar.

Nu as dori sa enumar aici toate motivele ,clasice” pentru
care e nevoie de o comunicare eficienta si permanenta intre
echipa medicalad si pacient. Ele sunt prea bine cunoscute si
se refera la aspectul etic si deontologic ale acestei relatii. Mai
mult, nu sunt foarte convins ca pacientul, aflat in pragul unei
decizii importante, va fi atras intotdeauna spre acel medic care
i se adreseaza cu tact, cu rabdare, si va renunta la serviciile
unui prea cunoscut specialist In domeniu. Dar nu am niciun
dubiu despre faptul ca o discutie purtata omeneste, in care
medicul e condus de dorinta de a se face inteles si de a pricepe
plangerile pacientului, va fi inregistrata de acesta si ,depozita-
ta” In memoria sa timp indelungat.

Ma intreb cati dintre cititori nu-si vor rade pe sub musta-
ta, realizand faptul ca aceste randuri sunt scrise de un medic
AT]I, care, prin definitie, nu prea are ocazia de a sta de vorba
pe indelete cu pacientul sau. Pentru multi confrati, contactul
nostru, al medicilor anestezisti, cu viitorul pacient e in cel mai
bun caz frugal, uneori (in cazul unei urgente maxime sau al
unei cezariene ce trebuie efectuata fara intarziere) intalnirea
dintre medicul ATI si pacientul sau se petrece cand acesta din
urma se afla deja pe masa de operatie, sub influenta unui drog
preanestezic. Doar cd, in prezent, lucrurile au capatat un as-
pect complet diferit. In fiecare spital modern existi un cabi-
net de examen preanestezic, spre care e trimis fiecare pacient
chirurgical cu zile si chiar sdaptamani inaintea datei planificate
pentru operatie. in acest cabinet pacientul are ocazia nu nu-
mai sa fie examinat de un specialist in domeniu, apt a decela
problemele medicale care necesita o atentie deosebita, dar sia
pune intrebari si a primi raspunsuri precise care 1i vor permite
sa-si inteleagd mai bine situatia.

n ultimii ani am asistat, in Israel, la un fenomen interesant.
Medici gastroenterologi, constienti de cresterea numarului de
pacienti in varsta si posesori ai unei comorbiditati semnificati-
ve, initiaza un examen preanestezic atent care sa precizeze nu
numai riscul legat de administrarea sedatiei pentru o colono-
scopie sau o gastroscopie, dar si opinia medicului anestezist in
legatura cu pregatirea pacientului Tnainte de investigatia pla-
nificata.

Studii recente despre modul de comunicare dintre pacient
si medicul ATI au raportat aspecte foarte interesante legate
de pregatirea psihologica a pacientului chirurgical. Voi oferi
aici doar doua exemple. Primul se refera la influenta anxietatii
preoperatorii asupra nivelului durerii postoperatorii. Se pare
ca unii pacienti, mai ales cei cu tendinte depresive, beneficiaza
in mod clar de pe urma unei discutii preanestezice cu medicul
ATI, in care acesta incearca sa depisteze ,candidatul” la hipe-
ralgie postoperatorie si-1 pregateste pentru perioada de dupa
interventie, oferind amanunte despre modul in care e preve-
nita durerea chirurgicala si convingandu-1 de eficacitatea me-
todelor de analgezie ce-i stau la dispozitie pentru a evita sufe-
rinte inutile. Dar si mai interesant e rezultatul unui studiu care
analizeaza influenta modului de comunicare asupra compor-
tarii psihologice a pacientului chirurgical. Studiul indica efec-
tul negativ al frazei urmatoare, care se doreste a fi linistitoare
pentru pacient, dar in realitate va avea un efect contrar: ,Acum

UMF Tg. Mures, there are some funny stories, having as subject
the so-called communication between the doctor and the pa-
tient. The truth is that, behind many anecdotes about doctors,
there is a sad truth.

[ would not like to list here all the "classic” reasons for the
need for effective and permanent communication between
the medical team and the patient. They are too well known
and is refering to the ethical and deontological aspect of this
relationship. Moreover, [ am not very convinced that the pati-
ent, who is on the verge of an important decision, will always
be attracted to the physician, who behaves him with patience,
and will give up the services of a well-known specialist in this
field. But I have no doubt that a human-led conversation, in
which the doctor is lead by the desire to be understand and to
perceive the patient complaints, will be recorded by him and
,stored” in his memory for a long time.

I wonder how many of the readers will not laugh, «under
the mustache», realizing that these rows are written by an ATI
physician who, by the way, has a few chances to communicate
with his patient. For many colleagues, our contact that is be-
tween anesthetists and the future patient, is in the best case
- poor, sometimes (in the case of an extreme urgency or cesa-
rean, that should be done without any delay), the appointment
of an AICU doctor and his patient occurs when he or she is
already on the operating table, under the influence of a prean-
esthetic drug. Currently, the things have got a totally different
look. In every modern hospital there is a preanesthetic exam
cabinet, to which is sent every surgical patient, with days and
even weeks before the scheduled date for surgery. In this ca-
binet, the patient has the opportunity to be examined not only
by an expert in this field, capable to identify medical problems
that require particular attention, but also to ask questions and
receive concrete answers, that will allow him to understand
better his situation.

Recent years, I have assisted, in Israel an interesting phe-
nomenon. Gastroenterologists, aware of the increasing num-
ber of elderly patients and who have significant co-morbiditi-
es, initiates a careful preanesthetic examination, that not only
mentions the risk associated with sedation for a colonoscopy
or gastroscopy, but also the anesthesist’s opinion about pati-
ent training before the planned investigation.

Recent studies on communication between the patient and
the AICU doctor, have reported very interesting aspects about
the psychological training of the surgical patient. [ will just give
you two examples here. The first is the influence of preopera-
tive anxiety on the level of postoperative pain. It seems that
some patients, especially those with depressive tendencies,
benefit from a preanesthetic discussion with the AICU doctor,
in which he tries to find out the “candidate” to postoperative
hyperalgesia and prepares it for the post-intervention period,
giving him the details on how to prevent surgical pain and con-
vincing him about the effectiveness of the analgesia methods,
available to him in order to avoid unnecessary suffering. But
even more interesting is the result of a study, that examines
the influence of the way of communication on the psycholo-
gical behavior of the surgical patient. The study indicates the
negative effect of the next sentence, which is intended to be



vd voi introduce un ac in vend, o intepdturd ca de tdntar, nimic
mai mult!”. Aceasta afirmatie - sustine studiul - va produce o
senzatie de disconfort, team3, chiar anxietate exagerata. Alter-
nativa propusa e simpla: , Prin acest ac introdus in vend vd vom
injecta medicamente care vor produce anestezie, dar, chiar mai
mult, vd vom putea trata si durerea de dupd operatie”. Cu alte
cuvinte, un mesaj pozitiv va avea un efect binefacator!

Un alt aspect nu mai putin important e cel al comunicarii
cu familia pacientului in cazul in care acesta se afla intr-o si-
tuatie cognitiva care nu-i permite participarea la o discutie cu
medicul curant. Aceasta stare de lucruri e cunoscuta tuturor
celor care profeseaza in domeniul medicinii de urgenta si ne-
cesitd o experienta larga, care sa permita identificarea acelor
membri ai familiei, capabili de a intelege explicatiile oferite,
dar, mai ales, de a lua hotarari in numele pacientului.

in Israel, solutia folosita pare a fi satisfacatoare. in momen-
tul in care s-a precizat situatia grava in care se afla un pacient
incapabil de a comunica cu medicii sai, serviciul de asisten-
ta sociala al spitalului indruma familia spre tribunal, unde un
judecator cu experienta hotaraste care membru al familiei va
fi din acel moment raspunzator pentru legatura cu echipa te-
rapeutica. Si alti apartindtori vor putea participa la discutiile
zilnice cu medicii curanti, dar cel care va trebui sa ia hotarari
si sa accepte solutiile propuse de echipa terapeutica e cel de-
semnat de instanta judecatoreasca.

Materialul de fata nu poate (si nici nu si-a propus) sa aco-
pere gama de aspecte legate de comunicarea medic-pacient.
De fapt, fiecare specialitate medicala isi are specificitatea ei in
acest domeniu. Modul 1n care i se comunica pacientului dia-
gnosticul e diferit de la un domeniu medical la altul.Vestile cu
caracter prognostic grav vor fi transmise complet altfel decat
o stire imbucuratoare.

Scopul acestor randuri e de a provoca o discutie libera pri-
vitoare la situatia in care medicina contemporana se achita de
importanta sarcina a comunicarii cu pacientul. Mai mult, spe-
ranta semnatarului acestor randuri e de a produce o revizie a
modului in care studentul in medicina e educat in spiritul im-
portantei comunicarii cu pacientul. Pentru ca se pare ca numai
un proces educativ inceput in salile de cursuri poate da roade
in ceea ce priveste atitudinea tanarului medic fata de bolna-
vul aflat in fata sa. Aceasta Indoctrinare trebuie sa inceapa din
primii ani de studiu, inainte ca studentul sa vina in contact cu
primul pacient. Si iata Intrebarea care se cere cu insistenta:
oare cate facultati de medicina din lume aplica acest simplu,
dar primordial principiu?

Prof. dr. Gabriel M. GURMAN, Omer, Israel

gurman@bgu.ac.il
Preluat din Viata Medicala nr. 17 din aprilie 2017
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reassuring to the patient, but in fact it will have the opposi-
te effect: “Now I will insert a needle into your vein, a mosqui-
to sting, nothing more!” This statement - says the study - will
produce a feeling of discomfort, fear, even exaggerated anxiety.
The proposed alternative is simple: “With this needle inserted
into the vein, we will inject drugs, that will produce anesthesia,
but even more, we will treat your after surgery pain.” In other
words, a positive message will have a beneficial effect!

Another not less important aspect, is communication with
the patient’s family, if he is in a cognitive situation that does
not allow him to participate in a discussion with the attending
physician. This state of affairs is known to all those who prac-
tice in the field of emergency medicine and requires a broad
experience to identify those family members who are able to
understand the offered explanations, but especially to make
decisions on behalf of the patient.

In Israel, the used solution seems to be satisfying. In the
moment when appear the situation in what the pacient is in-
capable to communicate with his physicians, the hospital’s
social welfare service directs the family to the court, where
an experienced judge decides which family member will be
responsible in contacting the therapeutical team. Others from
this family will be able also to participate in daily talks with
physicians, but who will have to make decisions and accept the
solutions proposed by the therapeutic team is the one desig-
nated by the court.

This material can not (and does not) cover the range of
aspects of physician-patient communication. Of course, every
medical speciality has its own specificity in this field. The way
in what is told the diagnosis to the pacient is different from one
medical field to another. The predictions with serious progno-
sis will be transmitted completely different, than a good news.

The purpose of these rows is to provoke a free discussion
of the situation in which contemporary medicine performs the
important task of communicating with the patient. Moreover,
the hope of the signatory of these lines is to produce a review
of how the medical student is educated in the spirit of the im-
portance of communicating with the patient. Because it seems
that only an educational process started in classrooms can be
fruitful in terms of the attitude of the young doctor towards
the patient in front of him. This guidance must begin from the
first years of study, before the student comes into contact with
his first patient. And here is the question that is being asked
with insistence: how many faculties of medicine in the world
apply this simple but primordial principle?

Prof. dr. Gabriel M. GURMAN, Omer, Israel
gurman@bgu.ac.il
Taken from Viata Medicala (Medical Life) no. 17 of April 2017
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Ce nu este cunoscut, deocamdata, la subiectul abordat

Nu a fost studiatd, deocamdats, eficienta clinica a reme-
diului fitoterapeutic autohton pacovirina in tratamentul he-
patitelor virale cronice B si C la copii.

Ipoteza de cercetare

Tratamentul cu pacovirina a copiilor bolnavi de hepatita
virala cronica B si C amelioreaza simptomatologia clinica si
reduce viremia.

Noutatea adusa literaturii stiintifice din domeniu

A fost demonstrata activitatea antivirala moderata, indi-
rectd, precum si cea imunomodulatorie a pacovirinei in trata-
mentul hepatitelor virale cronice B si C la copii.

Rezumat

Introducere. Tratamentele cu interferoni ale hepatitelor
virale B si C cronice la copii au o eficientd redusa si sunt sol-
date cu numeroase efecte adverse. Analogii nucleotidici sunt
remedii, in majoritate, inaccesibile, in special, din cauza costu-
rilor Tnalte, dar si a limitei de varsta de la care se pot utiliza
la copii (>12 ani). De asemenea, noile medicamente antivira-
le, care sunt utilizate la adulti, nu sunt aplicabile, deocamdata,
la copii. In aceste conditii, utilizarea remediilor de alternativa
este, practic, inevitabila. Testarea eficientei clinice a pacovirinei
- un remediu de origine vegetala autohton - in tratamentul he-
patitelor virale B si C cronice la copii deschide noi perspective
terapeutice, precum si releva un potential de impact farmaco si
socioeconomic enorm.
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What is not known yet, about the topic

Clinical efficiency of the autochthone phyto-therapeutic
remedy pacovirine in treating hepatitis B and C in children
has not been studied.

Research hypothesis

Treatment with pacovirine in children with hepatitis B
and C ameliorates clinical symptoms and reduces viral load.

Article’s added novelty on this scientific topic

Moderate indirect anti-viral as well as immune-modu-
latory activity of pacovirine has been demonstrated in the
treatment of chronic viral hepatitis B and C in children.

Abstract

Introduction. Interferon treatment of type B and C hepa-
titis in children have a reduced efficiency and result in many
side effects. Nucleoside analogues are remedies that are, in
most of the cases, not accessible due to high costs, and also
because of age limitations from which treatment can be star-
ted (>12 years). Also, newer anti-viral drugs that are used in
adults are not yet applied in treatment in children. Under the-
se circumstances, it is unavoidable to use alternative medica-
tions. The efficiency testing of pacovirine (an autochthonous
vegetal remedy) in the treatment of chronic hepatitis B and
C in children opens new therapeutic perspectives and reveals
a potential pharmacological and socio-economical impact as
well.



Pacovirine in chronic B and C hepatitis in children

Material si metode. in perioada 2009-2012, au fost inro-
lati 67 de copii (3-18 ani) cu HVBC si HVCC. Diagnosticul a fost
stabilit conform criteriilor EASL si ESPGHAN. Pacientii au fost
repartizati in 2 loturi: cei tratati cu pacovirina (n=33, dintre
care, cu HVBC - 15 si HVCC - 18) si cei care nu au avut in sche-
ma de tratament pacovirina (n=34, dintre care, cu HVBC - 10
si HVCC - 24). Pacovirina a fost administrata timp de 6 luni de
zile, cate 100 mg pe zi, In 2 prize. Pentru ambele loturi, a fost
inregistrata dinamica semnelor clinice, viremiei si unor para-
metri biochimici, inainte si dupa tratament.

Rezultate. Manifestarile clinice ale HVBC si HVCC au fost
mai exprimate la pacientii din lotul celor tratati cu pacovirina.
Simptomatologic, au predominat slabiciunile generale (82%),
durerea In hipocondrul drept (79%), hepatomegalia (70%),
inapetenta (55%), splenomegalia (30%). Icterul muco-cuta-
nat a fost constatat doar in 3% din cazuri. Dintre copiii lotului
tratati cu pacoviring, 55% au prezentat citoliza, 36% - coles-
taza. Printre cei cu HVBC, o viremie Tnaltd (ADN VHB >10°-10%2
ul/ml) a fost constatati la 7 persoane. in lotul cu pacovirini,
in 5 cazuri, HVBC a evoluat concomitent cu agentul delta (ARN
VHD >200 ul/ml). Printre copiii cu HVCC din lotul cu pacoviri-
ng, in 56% dintre cazuri, procesul cronic infectios a evoluat cu
viremie inalta (ARN VHC >600.000 ul/ml). Tratamentul cu pa-
covirina a favorizat ameliorarea clinica si paraclinicd, a redus
nivelul viremiei VHB cu 30% si a VHC cu 32%. In lotul copiilor
tratati fara pacovirind, ameliorarea indicatorilor clinici si pa-
raclinici a fost atinsa intr-o proportie mai mica, iar nivelul de
ADN VHB a diminuat doar cu 2%, iar cel de ARN VHC - cu 4%.
Efecte adverse pe parcursul tratamentului cu pacovirind nu au
fost constatate la niciun pacient.

Concluzii. Tratamentul cu pacovirina al hepatitelor virale
B si C cronice la copii este o metoda de alternativa, eficients,
inofensivd, care amelioreaza semnele clinice, paraclinice si re-
duce semnificativ nivelul viremiei VHB si VHC, comparativ cu
tratamentele hepatoprotectoate traditionale. Pacovirina are
un potential de impact farmacoeconomic si socioeconomic
important.

Cuvinte cheie: hepatite virale cronice, copii, tratament,
pacovirina.

Introducere

Conform estimarilor OMS, 360-400 mln (6%) din populatia
lumii este infectata cronic cu virusul hepatitei B (VHB), circa
170-200 mln - cu virusul hepatitei C (VHC), iar mai mult de 10
mln dintre cei cu infectie VHB cronica sunt infectati, concomi-
tent, cu virusul hepatitei D (VHD) [1, 2]. Contractarea infectiei
cu VHB sau VHC la varsta copilariei are riscul major de cronici-
zare timpurie si a unei evolutii nefavorabile, cu invalidizare la
o varsta tandra, apta de munca [1, 3]. Riscul transmiterii VHB
de la mama infectata la copilul nou-nascut, in regiunile hipe-
rendemice, poate ajunge peste 50% [4]. Infectarea cu VHB a
nou-nascutilor pe cale materno-fetala sau perinatala, in 90%
din cazuri, are riscul cronicizarii la o varsta frageda [5].

Contaminarea copiilor cu VHC poate fi realizata atat prin
transmitere materno-fetald sau perinatal, de la mama infecta-
tad cu viremie Tnalt3, cat si pe cai habituale (orizontal), sau prin
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Material and methods. During 2009-2012, 67 pediatric
patients (aged 3-18 years) with CVHB (chronic viral hepati-
tis type B) and CVHC (chronic viral hepatitis C) were enrolled.
The diagnosis was established according to the EASL and ESP-
GHAN criteria. Patients were divided in 2 groups: the group
treated with pacovirine (n=33, out of them 15 with CVHB and
18 with CVHC) and the group which did not have pacovirine
in their treatment scheme (n=34, out of them 10 children had
CVHB and 24 - CVHC). Pacovirine was administered 100 mg
twice per day. Both groups had clinical signs, viral load, bio-
chemical parameters recorded in dynamics, before and after
the treatment.

Results. Clinical manifestations of CVHB and CVHC were
more evident in patients from the group treated with paco-
virine. Out of all symptoms, the following prevailed: fatigue
(82%), pain in the upper right quadrant (79%), hepatomegaly
(70%), loss of appetite (55%), splenomegaly (30%). Mucous
and cutaneous jaundice was found in only 3% of cases. Chil-
dren from the group treated with pacovirine had cytolysis in
55% of cases and cholestasis in 35% of cases. Out of the pa-
tients with CVHB, high values of viral load (HBV DNA >10°-
102 ul/ml) were found in 7 cases. In 5 cases from the group of
patients treated with pacovirine, CVHB evolved concomitantly
with delta agent (HDV DNA >200 ul/ml). From the group of
children with CVHC treated with pacovirine, 56% had high
values of viral load (HCV DNA >600,000 ul/ml). Pacovirine
treatment favoured clinical and paraclinical improvement,
and reduced viral load of HBV with 30% and of HCV with 32%.
Children from the group that weren’t treated with pacovirine,
achieved improvement of clinical and paraclinical parameters
in smaller proportions, levels of HBV DNA diminished only
with 2%, and HCV DNA with 4%. Pacovirine treatment’s side
effects were not registered in any single case.

Conclusions. Chronic hepatitis B and C treatment with pa-
covirine in children is an alternative, efficient, inoffensive me-
thod, which improves clinical and paraclinical signs and sig-
nificantly reduces viral load of HBV and HCV, when compared
with traditional treatment with hepato-protectors. Pacovirine
has an important potential pharmaco-economical and socio-
economical impact.

Key words: chronic viral hepatitis, children, treatment, pa-
covirine.

Introduction

According to WHO estimations, 360-400 mln (6%) of glo-
bal population is chronically infected with hepatitis B virus
(HBV), around 170-200 mln - with hepatitis C virus (HCV),
and more than 10 mln of patients infected with HBV, are infec-
ted with hepatitis D virus at the same time [1, 2]. Contracting
HBV or HCV in young age has major risk of chronicization, un-
favourable evolution, causing disability to young patients able
to work [1, 3]. The risk of passing the virus from the infected
mother to the new-born child, in hyper-endemic regions, can
reach 50% and higher [4]. Infection in new-borns via maternal
or perinatal ways, has the risk of chronicization in young age
in 90% of cases [5].



raporturi sexuale timpurii, neprotejate, la adolescenti [4, 6].
Dupa Sokal E. (2011), HVC cronica (HVCC) la adulti provine
din timpurile copilariei, boala frecvent fiind diagnosticata la
copiii mai mari de 12 ani [4, 7]. Mecanismele imunopatoge-
netice ale infectiei cu VHB si VHC la copii sunt dependente de
varsta la care a fost produsa infectarea, precum si de starea
imunitatii celulare si umorale [8]. Deseori, la copii, hepatita vi-
rala C cronica se dezvolta primar, iar semnele clinice evidente,
caracteristice hepatitei acute, sunt absente [9, 10].

Managementul terapeutic al hepatitelor virale B, C cronice
la copii reprezinta o problema dificila si, deocamdat3, nere-
zolvata 1n practica pediatrica [5, 11]. Replicarea virala in HVB
cronica (HVBC) la copii poate fi suprimata prin administrarea
interferonului pegilat sau a analogilor nucleozidici. La o mare
parte dintre pacientii cu varsta de 3-12 ani, tratati cu lami-
vuding, eficienta tratamentului este redusa, de doar 15-34%,
existand riscul major de acidoza lactica, hiperamilazemie,
pancreatita acutd, sau a formarii mutatiilor farmacorezisten-
te, In timp. Cu toate acestea, tratamentul HVBC la copii ramane
limitat doar la intreferon alfa 2 beta sau 2a (la cei mai mari
de 5 ani), forma pegilata (monoterapie), sau combinata cu la-
mivudina, in cazul prezentei agentului delta. Utilizarea analo-
gilor nucleozidici (adefovir, entecavir, tenofovir), aprobati in
tratamentul HVBC la copii, in conditiile Republicii Moldova
este putin accesibila. Exista multiple controverse privind se-
lectarea si eligibilitatea copiilor cu viremie Tnaltd VHB si ALAT,
ASAT normale [5, 12]. Profilaxia infectiei cu VHC la copii este
dificila, din motivul lipsei vaccinului anti-HVC in plan global,
subestimarii circulatiei genotipului VHC la copii, iar schemele
terapeutice pediatrice sunt limitate la biterapia cu interferon
pegilat, in combinatie cu ribavirina, care au un cost Tnalt si o
eficienta redusa in cazul genotipului 1 al VHC [13, 14].

Terapia antivirald in HVBC cu agent delta prevede admi-
nistrarea unor doze mai inalte de alfa-interferoni, cu o durata
de tratament de 48 de saptamani, in combinare cu lamivudina
[3].

Actualmente, prin studii clinice, se cautd noi remedii antivi-
rale si optiuni terapeutice de alternativ, care ar avea o eficienta
acceptabild in eradicarea infectiei cu VHB si VHC la copii [14].

in aceasti ordine de idei, scopul studiului dat a fost eva-
luarea eficientei terapeutice (reducerea viremiei, ameliorarea
semnelor clinice si datelor paraclinice) a pacovirinei - un re-
mediu fitoterapeutic autohton - in tratamentul HVBC si HVCC
cronice la copii.

Material si metode

Studiul a fost realizat In perioada anilor 2009-2012 la Cli-
nica de hepatologie pediatrica a Spitalului Clinic Republican
pentru Copii ,,Emilian Cotaga”. Protocolul de cercetare a obti-
nutavizul favorabil al Comitetului de Etica a Cercetdrii al USMF
,Nicolae Testemitanu” (proces-verbal nr. 2 din 21.09.2015).
Toti participantii inclusi in studiu si-au exprimat consimta-
mantul informat Tnainte de inrolare.

Criteriile de includere in studiu au fost:

= copii cu diagnostic de HVBC si HVCC, conform clasificarii

aprobate de EASL (Asociatia Europeana pentru Studiul
Ficatului, 1. engl. European Association for the Study of the

Pacovirina in hepatitele virale B si C cronice la copii

Contamination of children with HCV is possible via mater-
nal of perinatal means, from an infected mother with high vi-
ral load, as well as via habitual means (horizontal), or through
unprotected sexual contacts in teenagers [4, 6]. According to
Sokal E. et al (2011), CVHC in adults has its roots from chil-
dhood, being diagnosed frequently after the age of 12 [4, 7].
Immuno-pathological mechanisms of hepatitis B and C in chil-
dren are dependent on the age they got infected, as well as on
humoral and cell-mediated immunity [8]. Frequently, chronic
viral hepatitis C primary develops as chronic, and obvious cli-
nical signs of acute hepatitis are absent [9, 10].

Therapeutic management of chronic hepatitis B and C in
children is a difficult problem, and yet not solved in pediatric
practice [5, 11]. Viral replication in CVHB in children can be
suppressed by administering pegylated interferon or nucle-
oside analogues. In a big percentage of patients aged 3-12,
treated with lamivudine, treatment efficiency is reduced (only
15-34%), and had major risks of lactic acidosis, hyperamy-
lasemia, acute pancreatitis or forming of pharmacologically
resistant mutations with time. Nevertheless, CVHB treatment
in children is limited only to interferon alfa 2b or 2a (in chil-
dren older than 5 years), pegylated (monotherapy), or combi-
ned with lamivudine if delta agent is present. In the republic
of Moldova, use of nucleoside analogues (adefovir, entecavir,
tenofovir), approved for CVHB treatment in children, is not
quite accessible. Multiple controversies exist regarding selec-
tion and eligibility of children with high HBV load and normal
values of ALAT, ASAT [5, 12]. Prophylaxis of HCV infection is
difficult due to the absence of a vaccine anti-HCV on a glo-
bal level, underestimation of genotype HCV infection among
children and pediatric therapeutic schemes are limited dual
therapy with pegylated interferon combined with ribavirine,
which have high costs and reduced efficiency in cases of geno-
type 1 of HCV [13, 14].

Antiviral therapy in CVHB plus delta agent implies admi-
nistration of high doses of alfa-interferon, for a 48 weeks peri-
od of time, combined with lamivudine [3].

Today, clinical research seeks new antiviral remedies and
alternative therapeutic options that would have an acceptable
efficiency in eradicating infection with HBV and HCV in chil-
dren [14].

All this being said, the aim of the study was to evaluate the
therapeutic efficiency (reducing viral load, improvement of
clinical signs and paraclinical findings) of pacovirine - an au-
tochthonous phyto-therapeutic remedy in treating CVHB and
CVHC in children.

Material and methods

The study was made during 2009-2012, in the Department
of pediatric hepatology from the Republican Clinical Hospital
“Emilian Cotaga”. The research protocol was obtained from
the Research Ethics Committee of Nicolae Testemitanu SUMPh
(minutes no. 2 dated 21.09.2015). All participants enrolled in
the study have signed the informed consent before enrollment.

Inclusion criteria were:

= children with CVHB and CVHC, according to the EASL

adopted classification (European Association for the Stu-
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Liver) si ESPGHAN (Societatea Europeand de Gastroen-
terologie, Hepatologie si Nutritie Pediatrica, 1. engl. Eu-
ropean Society of Pediatric Gastroenterology, Hepatology
and Nutrition);
=  varsta 3-18 ani;
= viremie VHB sau VHC apreciata cantitativ;
= absenta tratamentului antiviral cu alfa 2a sau 2b inter-
feron in ultimii 2 ani;
= toleranta formei capsulate de pacovirina;
= acordul informat al familiei pacientului.
Criterii de excludere din studiu au fost:
= lipsa acordului informat al familiei sau solicitarea de a iesi
din studiu;
= absenta marcherilor caracteristici ai HVBC sau HVCC;
= viremie VHB sau VHC absent3;
=  varsta pacientilor sub 3 ani;
= prezenta tratamentului antiviral cu alfa 2a sau 2b-interfe-
ron 1n ultimii 2 ani;
= lipsa compliantei la tratament;
= persoane cu forme mixte de HVBC si HVCC, sau infectate
cu alte virusuri hepatotrope;
= maladii cronice ale ficatului sau alte comorbiditati, ce pu-
teau influenta evolutia maladiei si rezultatele cercetarii
(maladii oncologice, boli sistemice, bolnavi cu insuficienta
cardiovasculara si renala).
Design-ul sercetarii este prezentat in Figura 1.
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dy of the Liver) and ESPGHAN (European Society of Pedi-
atric Gastroenterology, Hepatology and Nutrition);

= agebetween 3 and 18y.0;

=  HBVand HCV viral load (quantity test);

® no previous treatment with 2a or 2b interferon in the
last 2 years;

=  patient being able to tolerate tablet form of pacovirine;

=  signed informed consent of the family.

Exclusion criteria were:

= absence of the informed signed consent of the family or
the request to drop off the study;

= absence of characteristic markers of CVHB or CVHC;

=  absent HBV or HCV viral load;

= age under 3 years;

= previous treatment with 2a or 2b interferon in the last
2 years;

= non-compliance to treatment;

= patients with mixed forms of CVHB and CVHC, or infec-
ted with other hepatotropic viruses;

= chronic liver diseases or other comorbidities, that could
influence the course of the disease and the results of the
study (oncological diseases, systemic diseases, cardiac
or renal insufficiency / failure).

The design of the study is presented in Figure 1.
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Fig. 1 Design-ul cercetarii.
Notda: EC - examenul clinic (acuze, semne clinice, hepatomegalie, splenomegalie); AB - activitatea biochimica (Bilirubina, ALAT, ASAT, yGTP); USGa - ecografia
abdominald; GF - gradul de fibroza hepaticd; RC - reexaminare clinicd; RAB - reexaminarea activitatii biochimice.

Fig. 1 Design of the research.
Note: CE - clinical exam (complains, clinical signs, hepatomegaly, splenomegaly); BA - biochemical activity (bilirubin, ALAT, ASAT, yGTP); aUS - abdominal ultra-
sound; FD - liver fibrosis degree; CR - clinical re-examination; RBA - re-examination of biochemical activity.

Fiecarui pacient inrolat i-a fost efectuat screening-ul cli-
nic si paraclinic (acuzele, anamnesticul maladiei, anchetarea
epidemiologica, examenul obiectiv, un set de teste biochimice,
imuno-serologice, examindri instrumentale). Diagnosticul a
fost stabilit conform criteriilor descrise in Ghidurile de Practi-
ca Clinica ale EASL si ESPGHAN.

Sindromul de citoliza a fost pus in baza ALAT si ASAT cres-
cute >2 ori fata de valorile normale. Marcherii VHB in HVBC

Every enrolled patient passed through clinical and paracli-
nical screening (complains, medical history, epidemiological
data, physical exam, a set of biochemical tests, instrumental
and serological examinations). The diagnosis was established
according to criteria described in the EASL and ESPGHAN
Practice Guidelines.

Cytolysis syndrome was established based on ALAT and
ASAT 2 fold increased levels from normal values. Tested mar-



testati au fost: HBsAg+, antiHBs negativ, antiHBcor sumar+,
HBeAg+, antiVHD sumar. ADN-ul VHB, ARN-ul VHD, ARN-ul
VHC au fost determinate prin metoda PCR Real Time, cu echi-
pament Corbett Rotor-GENE abbott 2000RT. in cazul HVCC,
marcherul viral testat a fost antiVHC sumar, prin metoda imu-
noenzimatica ELISA. Testele de laborator s-au efectuat la Cen-
trul Republican de Diagnosticare Medicala din Chisinau.

La toti pacientii inclusi in studiu le-a fost efectuata ecogra-
fia abdominala. Gradul de fibroza hepatica a fost apreciat prin
metoda elastometriei (FibroScan).

Marimea esantionului a fost calculat conform formulei:

1 XZ(Za+Zﬂ)Z><P(1—P)

(1-£) (P,-R)

unde:

P - reusita tratamentului cu pacovirina la copiii cu HVBC
si HVCC (nu se cunoaste, deoarece, deocamdatd, nu a fost esti-
mata). in consecinta, P =0,0;

P, - proportia pacientilor cu HVBC si HVCC in lotul de cer-
cetare. Presupunem, ca reusita tratamentului prin administra-
rea pacovirinei va fi de 25,0% (P,=0,25);

P=(P +P,)/2=0,125;

Za - valoare tabelara. Cand ,a” (pragul de semnificatie)
este de 5%, atunci coeficientul Za=1,96;

Z,- valoare tabelara. Cand ,8” (puterea statistica a com-
paratiei bilaterale) este de 10,0%, atunci coeficientul Z,=1,28

f - proportia subiectilor care se asteaptd sa abandoneze
studiul din motive diferite; f=10,0% (0,1).

Asadar, pentru fiecare sublot, numarul necesar de pacienti
pentru demonstrarea ipotezei a fost de:

1 2(1.96+128) x0.125x0.875 _
(1-0.) (0,0-0,25)

de persoane.

Dupa finalizarea tratamentului cu pacovirina, toti pacientii
din ambele loturi au fost reexaminati clinic (dinamica acuze-
lor, a semnelor clinice, dimensiunilor ficatului si splinei) si pa-
raclinic, cu reevaluarea functiilor hepatice (bilirubina totala si
fractiile ei, ALAT, ASAT, yGT, ADN VHB, ARN VHC).

Pacovirina este un fitopreparat medicamentos autohton, cu
actiune antivirala, imunomodulatoare, interferonogena si antioxi-
dant3, elaborat de echipa savantilor Spinu C. si Chintea P. Structura
moleculei de pacovirina include: 5a-furostan-3p.22.26-triol-3-[O-f-
D-glucopiranozil-(1—2)-f3-D-glucopiranozil (1—4)-B-D-galacto-pira-
nozill-26-0- [5-D- glucopiranozid). Remediul dat a fost aprobat pen-
tru tratamentul hepatitelor virale la adulti si copii in baza ordinului
Ministerului Sanatatii al Republicii Moldova nr. 301 din 16.12.1997
si este utilizat In cadrul Programului de Stat , Hepatitele si cirozele,
profilaxie si metode avansate de tratament’”.

Pacovirina a fost administrata In doze de 100 mg/zi, In doua
prize, cu 30 minute inainte de mesele de dimineata si seard, timp
de 6 luni. Concomitent, toti pacientii din ambele loturi au bene-
ficiat de un regim igieno-dietetic si tratament simptomatic simi-
lare.

Pacovirina in hepatitele virale B si C cronice la copii

kers in HBV in CVHB were: HBAg+, antiHbs negative, total+ an-
tiHbcor, HBeAg+, total antiHDV. HBV DNA, HDV RNA, HCV DNA
were determined using PCR Real Time, using Corbett Rotor-
GENE abbott 2000RT. In cases of CVHC, the tested viral marker
was total antiHCV, using ELISA method. Laboratory tests were
made at the Republican Center of Medical Diagnostics from
Chisinau.

All patients included in the study had abdominal ultra-
sound being made. The degree of liver fibrosis was estimated
using the elastometry method (FibroScan).

The size of the group was calculated using the following
formulae:

1 ><2(Za+z/,)z><P(1—P)
(1-r) (P, =R)

where:

P, - treatment success with pacovirine in children with
CVHB and CVHC (not known, as it has not been estimated yet).
Therefore P,=0.0;

P, - the proportion of patients with CVHB and CVHC in the
study group. We suppose that treatment success of pacovirine
will be 25.0% (P,=0.25);

P=(P,+ P )/2=0.125

Z - table value. When “a” (significance threshold) is 5%,
then Z =1.96;

Z, - table value. When “B” (statistical power of bilateral
comparison) is 10%, then ZB =1.28;

f - estimated proportion that will quit the study from vari-
ous causes; f=10.0% (0.1).

Therefore, for every subgroup, the necessary number of
patients required for demonstrating the hypothesis was:

L 2(1.96+1.28)° x0.125x0.875
(1-0.1) (0.0-0.25)

patients.

After completing the treatment with pacovirine, all pati-
ents from both groups were clinically and paraclinically re-
examined (dynamics of complaints, of clinical signs, of liver
and spleen sizes), re-evaluating liver functions (total bilirubin
and its fractions, ALAT, ASAT, GT, HBV DNA, HCV RNA).

Pacovirine is an autochthonous phyto-remedy, with an-
tiviral action, immuno-modulating, interferonogenous and
antioxidant properties, that was elaborated by the group
of scientists Spinu C. and Chintea P. The molecule structure
of pacovirine includes: 5a-furostan-3p.22.26-triol-3-[0-f-D-
glucopiranosil-(1—2)-B-D-glucopiranosil (1—4)-B-D-galacto-
piranosil]-26-0- B-D- glucopiranoside. The remedy was ap-
proved for treatment of viral hepatitis in adults and children
based on the decree of the Ministry of Health of the Republic
of Moldovano.301 on 16.12.1997 and is used in the State Pro-
gram “Hepatitis and cirrhosis, prophylaxis and advanced treat-
ment methods”.

Pacovirine was administered in doses of 100 mg, twice
per day, 30 minutes before meals, morning and evening, for
6 months.
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Fig. 2 Diagrama CONSORT a fluxului de pacienti.

Fig. 2 CONSORT diagram of the patients’ flow.

Analiza statistica a fost efectuata cu aplicarea StatSoft-ul
Statistica, versiunea 6,0 rus. (StatSoft, Tulsa, Oklahoma, SUA).
Diferenta statistica a fost calculata prin criteriul t-Student. Ca-
zurile cu p<0,05 au fost considerate statistic semnificative.

Rezultate

Dupa aplicarea criteriilor de includere si excludere, au fost
inrolati in studiu 67 de pacienti cu HVBC si HVCC, cu varsta cu-
prinsa intre 3-18 ani. Diagrama de flux CONSORT a pacientilor
inclusi in studiu este prezentata in Figura 2.

Aleatoriu, pacientii au fost repartizati in doua loturi: 33
dintre ei au fost tratati cu pacovirina (cu HVBC - 15 persoane,
cu HVCC - 18 persoane) si 34 - nu au primit pacoviring, ci doar
hepatoprotectori.

Omogenitatea loturilor de studiu este prezentata in Tabe-
lul 1.

Parametrii evaluati au avut valori comparabile, iar loturile
au fost omogene. Dintre cei 33 de copii din lotul cu pacovirina,
la 15 a fost diagnosticata HVBC, dintre care, la 5 a fost identifi-
cat si antiVHD, si ARN VHD, iar la 18 - HVCC (genotipul 1b - la
15 persoane, genotipul 3a - la 3 persoane). Varsta medie a pa-
cientilor a fost de 12,5 ani, cu predominarea genului masculin
(70%). Determinarea cantitativa a viremiei VHB a constatat la
7 pacienti faza de imunotolerantd, cu ADN VHB >10°-10'2 ul/
ml, si la 8 pacienti - faza imunoactiva, cu ADN VHB >2000x10°
ul/ml.

At the same time, all patients from both groups had the
same regimen and similar symptomatic treatment.

Statistical analysis was performed using StatSoft Statistica,
6.0 version rus. (StatSoft, Tulsa, Oklahoma, USA). Statistic di-
fferences were calculated using t-Student criteria. Cases with
p<0.05 were considered statistically significant.

Results

After inclusion and exclusion criteria were applied, 67 pa-
tients with CVHB and CVHC were enrolled, with ages between
3 and 18 years. CONSORT flow diagram of the included pati-
ents is presented in Figure 2.

In a random way, patients were split into 2 groups: 33 of
them were treated with pacovirine (15 patients with CVHB
and 18 patients with CVHC) and 34 - did not receive pacoviri-
ne, but only hepatoprotective medication.

Homogeneity of the study groups is presented in Table 1.

Evaluated parameters have comparable values, and groups
were homogenous. Out of those 33 patients from the pacovirine
group, 15 were diagnosed with CVHB, 5 of them having antiHDV
and RNA HVD; 18 were diagnosed with CVHC (genotype 1b - in
15 patients, genotype 3a - in 3 patients). Mean age of the patients
was 12.5 years, predominantly males (70%). Quantitative deter-
mination of viral load of HBV revealed immunological tolerance
phase in 7 patients, with HBV DNA >10°-10"? ul/ml, immuno-ac-
tive phase in 8 patients, with HBV DNA >2000x10° ul/ml.



Tabelul 1. Caracteristica generald a loturilor de pacienti.
Table 1. General characteristics of patient groups.

Pacovirina in hepatitele virale B si C cronice la copii

Parametrii evaluati /

Lot cu pacovirina /

Lot fara pacovirind /

Evaluated parameters Pacovirine group Group without pacovirine p
n=33 n=34
Repartizarea pe sexe / Gender repartition:
. Feminin / Females 10 (30%) 10 (29%) P>0,05
L] Masculin / Males 23 (70%) 24 (71%) P>0,05
Varsta medie, ani*/ Mean age, years* 12,5+0,5 12,6+0,5 P<0,05
HVBC, total inclusiv / HVHB, total including: 15 (100%) 10 (100%) P>0,05
. fara agent delta / without delta agent 10 (67%) 6 (60%) P>0,05
. cu agent delta / with delta agent 5(33%) 4 (40%) P>0,05
. cu AgHBe+ / with AgHBe+ 15 (100%) 10 (100%) P>0,05
. cu AgHBe- / with AgHBe- 0 0 P>0,05
. ADN VHB >10°-10*2 ul/ml / DNA HBV >10°-10* ul/ml 7 (47%) 2 (20%) P>0,05
. ADN VHB >2000x10°ul/ml / DNA HBV >2000x10° ul/ml 8 (53%) 8 (80%) P>0,05
= ARNVHD >200 ul/ml / RNA HDV >200 ul/ml 5 (33%) 4 (40%) P>0,05
Grad de fibroza determinat, inclusiv / Determined fibrosis degree, including: 12 (100%) 10 (100%) P>0,05
] FO-F1 11 (92%) 9 (90%) P>0,05
. F1-F2 1 (8%) 1(10%) P>0,05
. F2-F3 0 0 P>0,05
HVCC total, inclusiv / Total CVHC, including: 18 (100%) 24 (100%) P>0,05
. genotiplb / genotype 1b 15 (83%) 23 (95%) P>0,05
. genotip3a / genotype 3a 3(17%) 1(5%) P>0,05
= ARN VHC>600000 ul/ml / RNA HCV >600000 ul/ml 10 (56%) 10 (42%) P>0,05
] ARN VHC <600000 ul/ml / RNA HCV <600000 ul/ml 8 (44%) 14 (58%) P>0,05
Grad de fibroza determinat, inclusiv / Determined fibrosis degree, including: 15 (100%) 20 (100%) P>0,05
= FO-F1 14 (92%) 18 (90%) P>0,05
] F1-F2 1 (8%) 2 (10%) P>0,05
. F2-F3 0 0 P>0,05

Nota: *- media varstei si devierea standard. Teste statistice aplicate: t-Student pentru datele de tip continuu; testul Fisher exact, pentru datele nominale.
Note: * - mean age and standard deviation. Applied statistical tests: t-Student for continuous type data; Fisher’s exact test for nominal data.

Gradul de fibroza hepatica a fost determinat la 12 pacienti,
dintre care 11 au prezentat fibroza hepatica usoara (F0-F1),
iar 1 pacient a prezentat gradul F1-F2.

Printre copiii cu HVCC, din lotul cu pacoviring, a predomi-
nat genotipul 1b (83%) si 3a (17%), precum si gradul Inalt de
viremie VHC, cu ARN VHC >600.000 ul/ml (56%) si fibroza
hepatica usoara, F0-F1 (92%).

In lotul pacientilor tratati fird pacovirind (HVBC - 10;
HVCC - 24), varsta medie a fost de 12,6 ani, cu predominarea
genului masculin (71%). In 4 cazuri, HVBC a evoluat cu an-
tiVHD sumar pozitiv si ARN VHD pozitiv >200 ul/ml. HVBC
a fost prezentatd in forma de AgHBe pozitiva (100%); in faza
imunoactiva, cu ADN VHB >2000x10°ul/ml (80%) si a fibro-
zei usoare (F0-F1), la majoritatea pacientilor. in acest lot, prin-
tre copiii cu HVCC a fost identificat predominant genotipul 1b
(95%); viremia a fost moderata - VHC cu ARN VHC <600 000
ul/ml, iar fibroza hepatica - usoara, FO-F1 (90%).

Pana la tratament, pacientii cu HVBC din lotul cu pacovi-
rind au prezentat semne clinice mai expresive, comparativ cu
cei din lotul fara pacovirina: slabiciuni generale (82%), durere
in hipocondrul drept (79%), inapetentd (55%), hepatomega-
lie (85%), splenomegalie (30%) (Tabelul 2).

Fibrosis degree was determined in 12 patients, 11 of them
had mild fibrosis (FO-F1), and one patient had F1-F2 degree.

Among children with CVHC, treated with pacovirine, geno-
type 1b (83%) and 3a (17%) prevailed, as well as high levels
of viral load of HCV, with HCV RNA >600.000 ul/ml (56%) and
mild liver fibrosis, F0-F1 (92%).

Among patients that did not receive pacovirine (CVHB - 10
patients, CVHC - 24 patients), the mean age was 12.6 years,
predominantly males (71%). Four cases, CVHB evolved with
positive total antiHDV and HDV RNA >200 ul/ml. CVHB pre-
sented with 100% positive rate of AgHBe; in immuno-active
phase, with HBV DNA >2000x10° ul/ml (80%) and mild fi-
brosis (FO-F1) in most of the patients. In this group, among
children with CVHC genotype 1b was predominant (95%); vi-
ral load was moderate - HCV DNA <600.000 ul/ml, and liver
fibrosis was mild, FO-F1 (90%).

Before treatment, patients with CVHB from the pacoviri-
ne group presented with more expressive clinical signs, com-
paratively with patients from the group that did not receive
pacovirine: fatigue (82%), pain in the upper right quadrant
(79%), loss of appetite (55%), hepatomegaly (85%), spleno-
megaly (30%) (Table 2).
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Tabelul 2. Caracteristica clinica comparativa a pacientilor cu HVBC si HVCC in loturile tratati cu pacovirina si fara pacovirina.
Table 2. Clinical comparative characteristics of patients with CVHB and CVHC in groups with and without pacovirine.

Lotul cu pacovirina / Lotul fara pacovirina /
Pacovirine group Group without pacovirine
= =34
Parametrii clinici / (n=33) (n=34)
Clinical parameters pana la tratament / dupa tratament / Py pana la tratament / dupa tratament / P, Ps
before treatment after treatment before treatment after treatment
abs. % abs. % abs. % abs. %
slabiciuni generale/ p.>0,05
. 27 82 13 39 <0,001 16 47 14 42 >0,05 3
fatigue p,<p,
hi
durere hipocondrudrept/ ) 14 4 <0,001 16 47 12 35 005 P00
pain in upper right quadrant p,<p,
i tentd 0,05
inapetenta / 18 55 0 0 <0,001 16 47 14 42 50,05 P¥
loss of appetite P;<P,
icter muco-cutanat / p.>0,05
, . i 1 3 0 0 >0,05 0 0 0 0 NA 3
Juco-cutaneous jaundice p,.p,
hepat li 0,05
epatomegalie / 23 70 20 61 50,05 34 100 34 100 5005 P9
hepatomegaly p,.p,
1 li 0,05
splenomegalie / 10 30 2 6 >0,05 6 17 6 17 S
splenomegaly p,.p,

Notd: p, - semnificatia statisticd in lotul cu pacoviring, pand la si dupa tratament; p, - semnificatia statisticd in lotul fara pacoviring, pana la si dupd tratament; p, -
semnificatia statistica intre loturi, pana la si dupa tratament. Teste statistice aplicate: t-Student pentru datele de tip continuu; test Fisher exact, pentru date nominale.
Note: p, - statistical significance in the pacovirine group, before and after treatment; p, - statistical significance in the group without pacovirine, before and after
treatment; p, - clinical significance between groups, before and after treatment. Applied statistical tests: t-Student test for continuous type data; Fisher’s exact
test for nominal data.

Tabelul 3. Proportia cazurilor cu parametri biochimici cu valori peste cele de referinta in loturile cu si fara pacoviring, comparativ pana la si
dupa tratament.

Table 3. Proportion of cases with biochemical parameters exceeding reference levels, in groups of patients with and without pacovirine, com-
paratively before and after the treatment.

Lotul cu pacovirina / Lotul fard pacovirina /
Parametrii biochimici (valori de referintd) / Pacovirine group Group without pacovirine
Biochemical parameters (reference values) (n=33) (n=34) Ps
n (%) p, n (%) P,
pana la tratament / o o
ALAT before treatment 18 (55%) 0.001 20 (59%) 0.05 p,>0,05
< >
(0-41 mmol/1) dupa tratament / 0 ' N ‘ p,<P,
after treatment 0 (0%) 14 (41%)
pana la tratament / o o
ASAT before treatment 18 (55%) 0.001 20 (59%) 0.05 p,>0,05
< >
(0-37 mmol/1) dupa tratament / o ’ o ' P;<p,
after treatment 0 (0%) 14 (41%)
pana la tratament / o o
YGTP before treatment 12 (36%) 0.01 10(30%) 0.05 p,>0,05
< >
(<35 mmol/1) dupa tratament / 0 ' 0 ' p,<p,
after treatment 0 (0%) 8 (24%)

Notd: p, - semnificatia statisticd pand la si dupd tratament, in lotul cu pacoviring; p, - semnificatia statistica pand la si dupd tratament, in lotul fard pacovirina; p,
- semnificatia statistica, comparativ, intre loturi. Teste statistice aplicate: Fisher exact.

Note: p, - statistical significance before and after the treatment, in the pacovirine group; p, - statistical significance before and after the treatment, in the group
without pacovirine; p, - statistical significance, compared between groups. Applied statistical tests: Fisher’s exact test.

In lotul copiilor cu HVBC, tratati cu pacovirini, in 55% din In the group of patients with CVHB treated with pacovirine,
cazuri boala a fost manifestata prin citoliza (55%) si sindrom 55% of cases evolved with cytolysis and cholestasis syndrome
de colestaza (36%), cu yGTP majoratd (Tabelul 3). O viremie (36%), with elevated yGTP (Table 3). High viral load of HBV DNA

inaltd a VHB, cu ADN VHB >10%-10'? ul/ml inainte de trata- >10°-10'? ul/ml before treatment, in the group of patients trea-



ment, in lotul cu pacoviring, a fost constatata la 7 (47%) copii;
la 8 (53%) copii, ADN VHB a fost intre 2000-10° ui/ml, expri-
mand faza imunoactiva a VHB. La 5 pacienti, evolutia HVBC a
fost concomitenti cu agentul delta (ARN VHD >200 ul/ml). in
cazul HVCC, la 10 (56%) copii s-a constatat o viremie Inalt3,
cu ARN VHC >600.000 ul/ml; la 8 (44%) copii, viremia a fost
considerata joasa (ARN VHC <600.000 ul/ml).

Nivelul mediu al viremiei, pana la si dupa tratament, pre-
cum si proportia reducerii Incarcaturii virale este redata in
Tabelul 4.

Pacovirina in hepatitele virale B si C cronice la copii

ted with pacovirine, was found in 7 (47%) children; in 8 children
(53%) viral load of HBV DNA ranged between 2000-10° ul/ml,
expressing the immuno-active phase of HBV. In 5 patients, evolu-
tion of CVHB was concomitant with delta agent (RNA HDV >200
ul/ml). Regarding CVHC, 10 children (56%) had high viral loads,
with HDV RNA >600,000 ul/ml; 8 children (44%) had low viral
loads (HCV RNA <600,000 ul/ml).

Mean values of viral load, before and after the treatment,
as well as the proportional reduction of the viral load is shown
in Table 4.

Tabelul 4. Nivelul mediu al viremiei pand la si dupa tratament si proportia reducerii viremiei (A) la copiii cu HVBC si HVCC, tratati cu sau fara

pacovirina.

Table 4. Mean values of viral load before and after treatment and the proportion of viral load reduction (A) in children with CVHB and CVHC,

treated with or without pacovirine.

Lotul cu pacovirind / Pacovirine group

Lotul fara pacovirind / Group without pacovirine

(n=24) (n=3)
Viremia medie /
. ADN VHB / DNA HBV ARN VHC / RNA HCV ADN VHB / DNA HBV ARN VHC / RNA HCV p
Mean viral load
(ul/ml) (ul/ml) (ul/ml) (ul/ml)
(n=8) (n=16) (n=2) (n=1)
ana la trat: t 0,05
panala tratament / 95.668.238 1.943.197 7.863.000 1.347.770 Py®
before treatment p,<0,05
dupa trat t 0,05
upd tratament / 67.297.250 1.323.658 7.711.590 1.297.855 Pis
after treatment p,<0,05
A (%) 30 32 2 4 NA

Notd: p, - semnificatia statistica pentru cazurile cu VHB, intre loturi; p, - semnificatia statistica pentru cazurile cu VHC, intre loturi.
Note: p, - statistical significance for cases with HBV, between groups; p, - statistical significance for cases with HCV, between groups.

La sfarsitul tratamentului cu pacovirina, la 8 (24%) paci-
enti cu HVBC a fost constatata reducerea ADN VHB cu 30%
(p,<0,05); la 16 (48%) pacienti cu HVCC, reducerea ARN VHC
a fost cu 32% (p,<0,05). Printre copiii cu HVBC si agent delta,
tratati cu pacoviring, doar in 2 cazuri a fost constatata o dimi-
nuare, dar si aceea neesentiald, a ARN VHD.

Nivelul viremiei VHB la pacientii din lotul fara pacovirina a
diminuat doar cu 2%, iar a VHC - cu 4% (Tabelul 4).

Discutii

Tratamentul hepatitelor virale B, C cronice la copii ramane
o problema actuala in plan global. Infectarea cu VHB sau VHC,
incepand cu varsta copilariei, cronicizarea infectiei si persis-
tenta formelor active de maladie, poate duce la forme severe
de boala In urmatorii 10-20 de ani, uneori - la cancer hepato-
celular, aparut la o varsta tanara, apta de munca [2, 3].

Mecanismele etio-patogenetice de cronicizare ale infectiei
cu VHB sau VHC si severitatea formelor clinice evolutive de he-
patita virala cronica la copii sunt direct proportionale cu viru-
lenta VHB sau VHC, dar si cu raspunsul imun al organismului
la interactiunea dintre virus si gazda; acestea, insa, sunt invers
proportionale cu varsta contractarii infectiei [9, 14]. Este cu-
noscut, ca imunitatea copiului la nastere este imperfecta, iar
maturizarea sistemului imun are loc catre varsta de 6-10 ani.
Copiii nascuti de mame care sufera de HVBC sau HVCC in faza

At the end of the treatment with pacovirine, in 8 patients
(24%) with CVHB reduction by 30% of the viral load was at-
tested (p,<0.05); in 16 children (48%) with CVHC a 32% re-
duction in viral load was attested. Among children with CVHB
and agent delta, treated with pacovirine, only 2 cases of insig-
nificant viral load (HDV RNA) reduction was attested.

Viral load of HBV in patients that did not receive pacovirine
diminished with 2%, and viral load of HCV - with 4% (Table 4).

Discussions

Treatment of chronic hepatitis of type B and C in children
remains an actual problem on a global scale. Infection with
HBV and HCV, beginning with young age, chronicization of
the infection and persistence of active forms of the disease,
can lead to severe forms of the disease in the following 10-20
years, sometimes - to hepatocellular cancer among young in-
dividuals, able to work [2, 3].

Etiopathological mechanisms of chronicization of HBV
or HCV infection and the severity of evolutive clinical forms
of chronic viral hepatitis in children and directly proporti-
onal with viral loads of HBV or HCV and with the immune
response of the organism to the interaction between the
host and the virus; thus, these are inversely proportional
with the age of the infection contraction [9, 14]. It is known,
that the child’s immunity at birth is imperfect, and matura-
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de viremie, au un risc major de a fi infectati cu VHB sau VHC in
timpul travaliului sau dupa nastere, cronicizarea constituind
90% in cadrul infectiei cu VHB [8, 10]. La copii, HVC 1n 70-80%
din cazuri evolueaza primar cronic, VHC avand o capacitate in-
alta de persistentd in organism [10]. HVBC cu agent delta are
un prognostic evolutiv si terapeutic mai sever si mai rezervat,
decat cele fara agentul delta [4, 13].

Principiile tratamentului etio-patogenetic al hepatitelor vi-
rale B, C cronice la copii au unele particularitati ce tin de var-
sta si toxicitatea remediilor antivirale. Tratamentul cu interfe-
ron pegilat Tn HVBC la copii este recomandat in monoterapie
pentru o perioada de 24 de saptamani, iar in HVCC, este com-
binat cu ribavirina (24 de saptamani - in genotipul 2, 3 si 48
de saptamani - in genotipul 1, 4), incepand cu varsta mai mare
de 3 ani. Efectul antiviral al interferonului pegilat in HVCB si
HVCC genotip 1 VHC la copii ramane rezervat [6, 11]. Analogii
nucleotidici, asa ca entecavirul, adefovirul dipivoxil, tenofovi-
rul, au o accesibilitate limitatd. Datele existente cu privire la
tratamentul de alternativa al hepatitelor virale B si C cronice
la copii sunt insuficiente si se refera la utilizarea fosfolipidelor
lui, viusidului. Aceste remedii au doar efecte temporare si par-
tiale de ameliorare clinica si de diminuare usoara a viremiei
VHB sau VHC pentru un termen scurt, cu recaderi frecvente
dupa terminarea curei de tratament [5, 14, 15].

Studiul dat a demonstrat ca remediul fitoterapeutic au-
tohton pacovirina, utilizat pentru prima data la copii in trata-
mentul HVBC si HVCC in faza de viremie, este unul eficient, cu
efecte antivirale indirecte, lente, imunomodulatoare si inter-
feronogene. Semnele clinice ale HVBC si HVCC la copiii din lo-
tul cu pacoviring, comparativ cu cele din lotul fara pacoviring,
au fost mai expresive. Modificarile paraclinice la pacientii cu
HVBC si HVCC, tratati cu pacoviring, au fost determinate de ci-
toliza (55%) si colestaza (36%), comparativ cu cei tratati fara
pacovirina - 59% si 30% respectiv.

Tratamentul cu pacovirina la copiii cu HVBC si HVCC a con-
tribuit la ameliorarea semnificativa a manifestarilor clinice, cu
diminuarea in 39% din cazuri, a slabiciunilor generale, a du-
rerilor in hipocondrul drept (42% din cazuri). Normalizarea
ALAT si ASAT s-a produs 1in 55% din cazuri, iar ale yGTP - in
36% din cazuri.

Monitorizarea dinamicii viremiei VHB si VHC la copiii din
lotul cu pacovirina a constatat o reducere importanta a ADN
VHB cu 30% si a ARN VHC cu 32%, ambele - semnificativ mai
importante fata de lotul fara pacovirina.

Toti pacientii inclusi in studiu au suportat satisfacator trata-
mentul cu pacoviring, iar fenomene adverse nu au fost constatate
n niciun caz. Aceste rezultate preliminare ale utilizarii pacoviri-
nei in tratamentul HVBC si HVCC la copii, timp de 6 luni, par a fi
promitatoare si necesita studii aprofundate in continuare.

Este important de mentionat impactul social al efectelor
terapeutice ale pacovirinei in tratamentul hepatitelor virale B,
C cronice la copii. Remediul dat contribuie la reducerea vire-
miei VHB si VHC, la recuperarea sanatatii copiilor si la reinca-
drarea mamelor lor in cdmpul muncii.

Costul tratamentului cu pacovirinad este mult mai mic de-
cat cel al monoterapiei cu interferon pegilat sau, cu atat mai
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tion of the immune system is reached at 6-10 years of age.
Children born from mothers infected with HBV or HCV, in
viral phases, have major risks of being infected with HBV or
HCV during labour or after birth, chronicization reaching
90% in cases of HBV [8, 10]. In children, HCV evolves prima-
rily chronically in 70-80% of cases, HCV having a high ca-
pacity of persistence in the organism [10]. CVHB with delta
agent has a more severe and poorer evolutive and therape-
utic prognosis when compared to cases without agent delta
[4, 13].

Etiopathogenetic treatment principles of chronic hepati-
tis type B and C in children have peculiarities regarding their
age and the toxicity of the antiviral remedies. Treatment with
pegylated interferon in CVHB in children is recommended in
single therapy for a period of 24 weeks, and in cases of CVHC,
treatment is combined with ribavirine (24 weeks - in cases of
genotypes 2, 3 and 48 weeks - for genotype 1, 4), from the age
of 3 years. The antiviral effect of pegylated interferon in CVHB
and CVHC genotype 1 in children remains reserved [6, 11].
Nucleoside analogues, such as entecavir, adefovir dipivoxil,
tenofovir, have limited accessibility. Existent data regarding
alternative treatment of chronic hepatitis B and C in children
are insufficient and assess essential phospholipids, glycyrrhi-
zinic acid or ursodeoxycholic acid, phosphogliv, viuside. These
remedies have only temporary effects and of atrial clinical im-
provement with modest viral load reduction of HBV and HCV
for short periods of time, with frequent relapses after the end
of treatment [5, 14, 15].

This study proved that the autochthonous phyto-remedy
pacovirine, used for the first time in children in the treat-
ment of CVHB and CVHC in viral phases, is an efficient medi-
cation with slow indirect antiviral, immuno-modulating and
interferonogenous action. Clinical signs of CVHB and CVHC
in children from the pacovirine group were more expressed
comparing to children from the group without pacovirine.
Paraclinical modifications in patients with CVHB and CVHC,
treated with pacovirine, were determined by cytolysis (55%)
and cholestasis (36%), compared to patients treated without
pacovirine - 59% and 30% respectively.

Treatment with pacovirine in children with CVHB and
CVHC contributed to significant improvement of clinical mani-
festations, with 39% reduction of fatigue, pain in the right up-
per quadrant (42% of cases). Normalization of ALAT and ASAT
levels occurred in 55% of cases, and of yGTP - in 36% of cases.

Monitoring of viral load of HBV and HCV dynamics in chil-
dren from the pacovirine group revealed an important reduc-
tion in HBV DNA with 30% and in HCV RNA with 32%, both
being significantly more important when compared with the
group that did not receive pacovirine.

All patients enrolled in the study handled the treatment
with pacovirine very well, with no side effects registered. The-
se preliminary data of pacovirine usage in treatment of CVHB
and CVHC in children, during 6 months, seem to be promising
and need further thorough research.

It is worth to mention the social impact of the therapeutic
effects in the treatment of hepatitis B and C in children. This
remedy helps to reduce viral load of HBV and HCV, contribu-



mult, ale tratamentelor combinate. Costul estimativ al curei de
tratament cu interferon pegilat, combinat cu ribavirind timp
de 48 de saptamani, in HVCC genotip 1, pentru un copil, este
de 76.000 lei, pe cand costul curei de tratament cu pacovirina
timp de 6 luni a fost estimat la 7.200 lei. Pacovirina, astfel, ca-
pata o importanta socio-economica majord, fiind inofensiva si
usor aplicabild in tratamentul HVBC si HVCC la copii cu diapa-
zonul de varsta 3-18 ani.

Concluzii

1) Tratamentul cu pacovirina al hepatitelor virale B si C
cronice la copii este o metoda de alternativa, eficientd, inofen-
siva, care amelioreaza semnele clinice, paraclinice si reduce
semnificativ nivelul viremiei VHB si VHC, comparativ cu trata-
mentele hepatoprotectoate traditionale.

2) Complianta fata de tratamentul cu pacovirina a fost
inaltd, indiferent de varsta copiilor la care s-a utilizat, iar efec-
tele clinice, in special, cele indirecte antivirale, au potential de
impact farmacoeconomic si socioeconomic important.

3) Deoarece studiul dat este unul preliminar, descope-
rirea Intregului potential farmacoterapeutic al pacovirinei in
tratamentul HVBC si HVCC la copii necesita studii suplimenta-
re multilaterale, pe esantioane largi de pacienti pediatrici.
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Ce nu este cunoscut, deocamdata, la subiectul abordat

Exista mai multe metode de autoajutorare pentru dimi-
nuarea stresului emotional si deregldrilor motorii la pacien-
tii cu bruxism nocturn primar, insa acestea nu sunt utilizate
pe larg din cauza eficientei nesatisfacatoare si tehnicilor di-
ficile de aplicare. O directie noua este stimularea zonelor re-
flexogene ale sistemului stomatognat cu scop de diminuare
a stresului si dereglarilor motorii.

Ipoteza de cercetare

Sporirea eficientei corectiei dereglarilor bruxismului
nocturn primar, cu transformarea bruxismului streso-pa-
togen 1n bruxism streso-sanogen, ar putea fi realizatd prin
stimularea zonelor cutanate reflexogene ale sistemului sto-
matognat.

Noutatea adusa literaturii stiintifice din domeniu

In premier3, s-a demonstrat posibilitatea de coretie a de-
regldrilor motorii nocturne bruxism-asociate prin stimula-
rea zonelor reflexogene auriculare ale sistemului stomatog-
nat.

Rezumat

Introducere. Bruxismul este o patologie raspandita - in
jur de 85-90% din populatia generald scrasneste din dinti in
anumite perioade ale vietii. In prezent, nu existd un algoritm
de tratament si autoajutorare pentru toate formele de bru-
xism care sd permita remedierea consecintelor bruxismului la
nivelul sistemului stomatognat si corectia dereglarilor asocia-
te bruxismului. Reiesind din particularitatile etiopatogenetice
ale bolii, tratamentul bruxismului necesita o abordare multi-
disciplinara. Scopul studiului a fost elaborarea unei metode in
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What is not known yet, about the topic

There are multiple self-help methods aimed at reducing
the level of emotional stress and of the motor disturbances
in patients with primary sleep bruxism, but these are not
widely used because of their poor efficiency and due to di-
fficulties in applying these techniques. A new direction is
represented by the stimulation of the reflexogenic zones of
the stomatognathic system with the purpose of diminishing
levels of stress and motor disturbance.

Research hypothesis

The increase in efficiency of the correction methods used
for primary sleep bruxism disorders with the conversion of
the stress-pathogenic bruxism into a stress-sanogenous one
can be achieved by the stimulation of the reflexogenic skin
areas from the stomatognathic system.

Article’s added novelty on the scientific topic

For the first time, there has been demonstrated the pos-
sibility of correcting motor disturbances associated with sle-
ep bruxism by stimulating the reflexogenic auricular zones
from the stomatognathic system.

Abstract

Introduction. Bruxism is a common pathology - about
85-90% of the general population grind their teeth at certain
periods of their lifetime. Currently there is no universal algo-
rithm of treatment or self-help techniques that may be used
for all forms of bruxism that would allow mitigating the conse-
quences of bruxism at the level of the stomatognathic system
and that could correct the disorders associated with bruxism.
Taking into account the etiopathogenetic particularities of the
disease, treating bruxism would require a multidisciplinary



Reflex-bruxism-regulatory method

baza stimularii zonelor reflexogene, capabile sa influenteze
manifestarile bruxismului nocturn primar in conditii de tensi-
onare psihoemotionala (stres emotional).

Material si metode. in studiu au fost inclusi 30 de pacienti
cu bruxism nocturn primar si 30 de persoane sanatoase, cu
varsta de 18-50 de ani. Diagnosticul bruxismului nocturn pri-
mar s-a realizat conform criteriilor internationale care includ:
(1) anamneza; (2) aplicarea chestionarelor clinice; (3) exami-
narea clinica stomatologica (intraorala si extraorald); (4) exa-
minarea electromiografica diurna; (5) examinarea electromi-
ografica nocturna.

Rezultate. Existd particularitati importante ale mani-
festarilor bruxismului nocturn primar in functie de nivelul
stresului emotional. Sub influenta metodei reflexo-bruxism-
reglatoare, s-a constatat o micsorare statistic semnificativa a
numadrului total de Inclestari si a duratei lor totale, atat la pa-
cientii cu nivel inalt de stres emotional (respectiv, cu 52,4% si
63,2%), cat si la pacientii fara manifestdri pronuntate ale stre-
sului (respectiv, cu 61,2% si 67,9%). S-a demonstrat ca si la
persoanele sanatoase, aflate in stare de stres emotional, sunt
prezente inclestdrile nocturne ale maxilarelor, care diminuea-
za considerabil datorita aplicarii metodei date. Metoda refle-
x0-bruxism-reglatoare la pacientii cu bruxism nocturn primar
sila persoanele sandtoase a permis ameliorarea considerabila
a calitatii somnului nocturn.

Concluzii. Metoda reflexo-bruxism-reglatoare este eficien-
td, simpla in realizare, nu provoaca efecte adverse si compli-
catii, micsoreaza considerabil numarul de inclestari nocturne
si durata totala a Inclestarilor, ceea ce conduce la diminuarea
severitatii episodului de bruxism si ameliorarea somnului.

Cuvinte cheie: bruxism nocturn primar, dereglari motorii,
stres, zone reflexogene, autoajutorare.

Introducere

Actualmente, nu exista un algoritm de tratament si autoa-
jutorare valabil pentru toate formele de bruxism, care sa per-
mitd remedierea consecintelor bruxismului la nivelul sistemu-
lui stomatognat si corectia dereglarilor asociate bruxismului.
Reiesind din particularitdtile etiopatogenetice ale bolii, tra-
tamentul bruxismului necesitd o abordare multidisciplinara.
In managementul terapeutic al bruxismului nocturn (BN), pe
langa echilibrarea ocluzala si reabilitarea protetica, se pot evi-
dentia urmatoarele componente: evitarea actiunii cofactorilor
bruxismului (alcool, cafeind, nicotina etc.), evitarea stresului
si starilor de tensionare psihoemotionala, realizarea psihote-
rapiei cognitive, respectarea unor indicatori comportamentali
(igiena alimentatiei etc.), tratamentul farmacoterapeutic, tra-
tamentul fizioterapeutic, tratamentul prin aplicarea metodelor
alternative [1, 2]. Actualmente, cele mai multe investigatii sunt
consacrate metodelor de tratament complex al BN prin corec-
tia comportamentald, cu aplicarea metodelor de biofeedback,
aplicarea gutierelor, farmacoterapia locala si sistemica [3].

Echilibrarea ocluzala in tratamentul stomatologic complex
al BN constituie o veriga esentiald, care se poate realiza prin
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approach. The purpose of the study was to develop a method
based on the stimulation of the reflexogenic zones that may in-
fluence the degree of manifestations of primary sleep bruxism
during psycho-emotional tension (emotional stress).

Material and methods. In the study, there were enrolled 30
patients with primary sleep bruxism and 30 healthy individuals,
aged between 18-50 years. The diagnosis of primary sleep brux-
ism was established following international diagnostic criteria,
namely: (1) anamnesis; (2) usage of clinical questionnaires; (3)
clinical dental examination (intraoral and extraoral examina-
tion); (4) electromyographic examination during daytime; (5)
electromyographic examination during nighttime.

Results. There were observed significant features of the
manifestations of primary sleep bruxism depending on the
level of the emotional stress. Under the influence of reflex-
bruxism-regulatory method there was observed a statistical-
ly significant decrease in the total number of teeth clenches
and of their total duration, both in patients with high levels
of emotional stress (by 52.4% and respectively, by 63.2%), as
well as in patients without profound manifestations of stress
(by 61.2% and respectively, by 67.9%). It has been found that
healthy individuals who are experiencing emotional stress,
also clench their teeth during sleep, which significantly dimin-
ishes under the influence of the proposed method. The usage
of the reflex-bruxism-regulatory method in patients with pri-
mary sleep bruxism and in healthy individuals has allowed ob-
taining considerable improvements in sleep quality.

Conclusions. Reflex-bruxism-regulatory method is a sim-
ple, yet effective method, does not cause any side effects and
complications, it significantly reduces the total number of
clenches and the total clenching duration during sleep, which
leads to a decrease in the severity of the bruxism episodes and
improves the sleep quality.

Key words: primary sleep bruxism, motor disorders,
stress, reflexogenic zones, self-help technique.

Introduction

Currently there is no treatment algorithm or self-help tech-
niques that can be used for all the forms of bruxism, which
may allow mitigating the consequences of bruxism at the level
of the stomatognathic system and that may correct the disor-
ders that are associated with bruxism. Taking into account the
etiopathogenetic peculiarities of the disease, the treatment
of bruxism would require a multidisciplinary approach. In
the therapeutic management of sleep bruxism (SB), besides
the occlusal equilibration and prosthetic rehabilitation, there
can be highlighted the following elements: avoiding known
cofactors of bruxism (alcohol, caffeine, nicotine etc.); avoid-
ing stressful or tense psycho-emotional situations; employ-
ing cognitive psychotherapy; monitoring of behavioral indices
(food intake habits etc.), pharmacotherapy, physiotherapy,
treatment based on methods of alternative medicine [1, 2].
Currently most of the research focuses on methods of complex
treatment of SB via behavioral correction by means of biofeed-
back methods, by using splints, or using local and systemic
pharmacotherapy [3].



aplicarea gutierelor. Scopul aplicarii gutierelor ocluzale este
diferit: restabilirea simetriei muschilor maseter, diminuarea
spasmului muscular, prevenirea pierderilor de tesuturi dure
dentare, prevenirea traumelor ocluzale, echilibrarea preresta-
urativa, protejarea noilor restaurari protetice de parafunctii,
crearea spatiului pentru restaurarea dintilor anteriori abrazi-
ati, corectarea disfunctiei articulatiei temporo-mandibulare,
amendarea durerii artrogene, pozitionarea condilului mandi-
bular, modificarea proprioceptiei din ligamentul periodontal
[4-7].

Sub influenta aplicarii gutierelor se atesta o ameliorare cli-
nica la pacientii cu BN in 32-92,7% din cazuri [8]. Aplicarea
gutierelor diminueaza gradul asimetriei activitatii musculare,
influenteaza pozitiv functia ocluzala [7], diminueaza esential
in 74% din cazuri durerile orofaciale [4]. In unele publicatii, se
atesta o ameliorare a bruxismului sub influenta gutierelor, insa
efectele obtinute erau nestabile [9]. In alte investigatii, rezul-
tatele terapeutice au fost mai modeste [10]. Un studiu dedicat
eficientei gutierelor a evidentiat ca efectul terapeutic se mani-
festd mai pronuntat in primele nopti ale aplicarii lor, insa dimi-
nueaza esential dupa 2-6 saptamani [9]. La 20% dintre paci-
entii cu BN, gutierele, din contra, sporesc activitatea muschilor
masticatori In timpul somnului [11]. Pana in prezent, nu sunt
elaborate criteriile de aplicare a gutierelor - unii autori indica
gutierele in baza manifestarilor clinice, altii - in baza modifica-
rii activitatii bioelectrice a muschilor masticatori [12].

Se cautad diferite posibilitati de tratament farmacoterape-
utic al BN. Aplicarea farmacoterapiei (antiinflamatoare, mio-
relaxante, benzodiazepine, beta-blocatori etc.) poate reduce
frecventa episoadelor BN, insa indicatiile concrete pentru
aceste remedii nu au fost, deocamdata, elaborate [3, 13].

Actualmente, se studiaza posibilitatile nonfarmacologice
de tratament si autoajutorare ale BN [14-17]. Rezultate pozi-
tive au fost obtinute prin aplicarea acupuncturii, care se reco-
manda la pacientii cu BN, in special, cand predomina durerea
si hiperactivitatea muschilor masticatori [18, 19].

Se considera ca pentru BN este caracteristic mai mult o
activitate parafunctionald decat o disfunctie musculara per
se, ceea ce indica la o valoare mai mare a metodelor de trata-
ment orientate la trainingul sistemului stomatognat prin apli-
carea tehnicilor de tip biofeedback. Insa, aplicarea metodelor
biofeedback nocturn poate conduce la intreruperea somnului,
cu aparitia somnolentei in timul zilei [13]. La unii pacienti, se
recomanda metodele de gnatotraining in tratamentul para-
functiior muschilor masticatori sau miogimnastica bazata pe
datele EMG [20, 21]. Metodele nonfarmacologice nu sunt noi,
insa rolul lor in tratatmentul complex al BN nu este clar.

Adeptii teorii centrale a BN in tratamentul complex si sis-
temele de autoajutorare includ, in primul rand, metodele de
influenta asupra sistemului nervos central si considera ca, de-
oarece BN nu poate fi complet tratat, este necesar controlul
manifestarilor bolii cu minimizarea efectelor nocive [22, 23].

Reiesind din cele relatate, scopul studiului a fost elabora-
rea unei metode de autoajutorare in baza stimularii zonelor
reflexogene, capabile sa influenteze manifestarile bruxismu-
lui nocturn primar in conditii de tensionare psihoemotionala
(stres emotional).

Metoda reflexo-bruxism-reglatoare

Occlusal equilibration represents an essential part in the
complex dental treatment of SB, which is based on using oral
splints. The purpose of applying occlusal splints is different: res-
toration of the symmetry of the masseter muscles, muscle spasm
reduction, preventing the loss of hard dental tissues, prevention
of occlusal trauma, pre-restorative equilibration procedures, en-
suring the protection of the new prosthetic restorations against
parafunctions, creating enough space for the restoration of the
worn anterior teeth, correction of the temporomandibular joint
dysfunction, improving joint pain, repositioning of the mandibu-
lar condyle, modification of the periodontal ligament propriocep-
tion [4-7].

Under the influence of oral splint usage there has been observed
a clinical improvement in patients with SB in 32-92.7% of cases [8].
The use of splints decreases the asymmetry degree of the muscle ac-
tivity, has a positive effect on the occlusal function [7], in 74% cases it
essentially diminishes orofacial pain [4]. In some publications there
has been shown an improvement of bruxism under the influence
of splints, however the obtained effects were unstable [9]. In other
investigations, the observed therapeutic results were more modest
[10]. The results of a study, focused on investigating splint efficiency,
have emphasized that the therapeutic effect occurs in a more pro-
found way usually during the first nights of usage, but essentially di-
minishes in 2-6 weeks [9]. In contrast to this, in 20% of patients with
SB, the splints have increased the activity of the jaw muscles during
sleep [11]. So far, there have not been developed any criteria for
splint usage, some authors prescribe splints based on the observed
clinical manifestations, others - in accordance with the modification
of the bioelectric activity of the masticatory muscles [12].

There are being researched new pharmacotherapeutical so-
lutions for SB. The application of pharmacotherapy (anti-inflam-
matory drugs, muscle relaxants, benzodiazepines, beta-blockers
etc.) can reduce the frequency of SB episodes, but specific indica-
tions for the usage of these remedies have not been developed
yet [3,13].

Currently, there are being studied the non-pharmacological
ways of treatment and the self-help techniques for SB [14-17].
Some positive results have been obtained by using acupuncture,
which is recommended for patients with SB, especially when
symptoms as pain and masticatory muscle hyperactivity prevail
[18,19].

It is considered that SB is more of a parafunctional activity
rather than a muscular dysfunction per se; this indicates a higher
usefulness for the treatment approaches that employ the train-
ing of the stomatognathic system by applying biofeedback tech-
niques. However, the use of nocturnal biofeedback methods can
lead to the interruption of sleep, and consequently to drowsiness
during daytime [13]. For some patients, the recommendations
would include using gnathotraining methods in the treatment of
the parafunctions of masticatory muscles or doing myogymnas-
tics based on the EMG data [20, 21]. These non-pharmacological
methods are not quite novel; however, their role in the complex
treatment of the SB is still unclear.

The followers of central theory regarding SB etiology,
would firstly include methods that may influence the central
nervous system in the methods they select for the complex
treatment and self-help system for SB, and they consider that
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Material si metode

Planificarea cercetarii s-a fundamentat pe materialele de
examinare clinica a pacientilor din Clinica Stomatologica , Fala
Dental”, care au format loturile de studiu retrospectiv si pro-
spectiv. Investigatiile si procesul de analiza multidimensionala
a informatiei a fost ghidat de Catedra de stomatologie terape-
utica a Universitatii de Stat de Medicina si Farmacie ,Nicolae
Testemitanu”. Aprobarea etica pentru studiu a fost obtinuta de
la Comitetul de Etica a Cercetarii al USMF ,Nicolae Testemita-
nu” (sedinta din 04.05.2016)

Diagnosticul BN a fost realizat conform criteriilor interna-
tionale, care includ: (1) anamneza; (2) aplicarea chestionare-
lor clinice; (3) examinarea clinica stomatologica (intraorala si
extraorald); (4) examinarea EMG timp de cateva zile; (5) inre-
gistrarea episoadelor nocturne ale BN timp de cateva nopti.

Criterii de includere in cercetare: (1) diagnosticul clinic
pozitiv al bruxismului nocturn primar, confirmat prin inregis-
trarea obiectiva a episoadelor nocturne; (2) prezenta tuturor
dintilor sau edentatii partiale (1-3 dinti); (3) varsta pacien-
tilor 18-50 de ani; (4) prezenta acordului pacientului pentru
participare in cercetare; (5) pacienti cooperanti.

Criterii de excludere din cercetare: (1) varsta 1n afara limi-
telor stabilite; (2) alte forme clinice ale bruxismului (afecti-
uni ale sistemului nervos central, epilepsie etc.); (3) prezenta
anomaliilor si semnelor inflamatorii In sistemul stomatognat;
(4) prezenta semnelor de afectare organica cu decompensarea
activitatii muschilor masticatori (activitatea bioelectrica con-
form EMG 1n stare de relaxare mai mica de 30 uV); (5) diferite
maladii acute si cronice in perioada de acutizare, parazitoze;
(6) alcoolism, narcomanie, toxicomanie, boli psihice; (7) tra-
tament cu remedii psihotrope, anticonvulsante, miorelaxante;
(8) lipsa acordului pacientului pentru participare in cercetare;
(9) pacientii necooperanti.

In studiu au fost inclusi 30 de pacienti cu bruxism nocturn
primar si 30 de persoane sdanatoase, cu varsta de 18-50 de ani,
deoarece, conform datelor din literatura, anume in acest di-
apazon de varsta bruxismul se manifesta mai puternic, pro-
greseaza repede, cu aparitia consecintelor (abraziune dentara,
disfunctie temporomandibulara etc.) [20, 13]. Acest diapazon
de varsta necesita o atentie deosebita in aspect diagnostic si
profilactic.

Pentru determinarea cantitativa a trairilor subiective emo-
tionale, a fost utilizata am scala vizuald analogica (VAS - L. engl.
visual analogue scale). Au fost realizate studii, care au demon-
strat validitatea acestei metode cu scop de diagnostic si moni-
torizare a dereglarilor psihoemotionale - sensibilitatea pana
la 76,9%, specificitatea pana la 92,7%, valoarea predictiva po-
zitivd - pana la 66% si valoarea predictiva negativa - pana la
88% [24].

Pentru analiza somnului de noapte, a fost aplicat chestio-
narul aprecierii calitdatii somnului cu divizarea pacientilor con-
form rezultatelor: <19 puncte - patologie; 19-21 de puncte -
dereglari limitrofe; 22-30 de puncte - valori normale [25].

Pentru inregistrarea cantitativa a episodului motor noc-
turn, a fost aplicat dispozitivul portabil SleepGuard (SG5, USA)
(Figura 1). Dispozitivul a fost aplicat timp de 5 nopti conse-
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since SB cannot be completely cured, it is necessary to control
the manifestations of the disease and to minimize its harmful
effects [22, 23].

Based on the aforementioned facts, the purpose of the
study was to develop a self-help method based on the stim-
ulation of the reflexogenic zones that is capable to influence
the manifestations of primary sleep bruxism in conditions of
psycho-emotional tension (emotional stress).

Material and methods

The research planning was based on the materials ob-
tained during clinical examination of patients at the “Fala Den-
tal” Dental Clinic, these patients have formed the retrospec-
tive and prospective study groups. The investigations and the
process of multidimensional analysis of the information were
guided by the Chair of therapeutic dentistry of the Nicolae Te-
stemitanu State University of Medicine and Pharmacy. Ethical
approval for the study was obtained from the Research Eth-
ics Committee of the Nicolae Testemitanu SUMPh (meeting of
04.05.2016)

A diagnosis of SB was established in accordance with the
international criteria that include: (1) anamnesis; (2) usage of
clinical questionnaires; (3) dental clinical examination (intra-
oral and extraoral examination); (4) EMG examination during
several days; (5) registration of SB episodes during several
nights.

Inclusion criteria used in the research: (1) positive clinical
diagnosis of primary sleep bruxism, confirmed by the objec-
tive recording of nocturnal episodes; (2) the presence of all
teeth or partial edentulism (up to 1-3 teeth); (3) patients aged
from 18 to 50; (4) patient’s agreement to participate in the
research; (5) cooperative patients.

Exclusion criteria used in the research: (1) age other than
the limits set; (2) other clinical forms of bruxism (central
nervous system disorders, epilepsy etc.); (3) the presence of
inflammatory signs and abnormalities in the stomatognathic
system; (4) the presence of signs of organic damage with de-
compensation of the masticatory muscle activity (a bioelectric
activity less than 30 pV during relaxation), recorded by EMG;
(5) various acute and chronic diseases during exacerbation
periods, presence of parasitosis; (6) alcoholism, drug addic-
tion, substance abuse, mental illnesses; (7) individuals un-
dergoing treatment with psychotropic drugs, anticonvulsants,
muscle relaxants; (8) absence of the patient’s agreement to
participate in the research; (9) uncooperative patients.

In the study there were included 30 patients with primary
sleep bruxism and 30 healthy individuals aged from 18 to 50,
based on the data from the scientific literature, which states
that in this particular age group, bruxism manifests itself
stronger, and it progresses quicker to its consequences (dental
abrasion, temporomandibular dysfunction etc.) [20, 13]. This
age group requires special consideration from a diagnostic
and prophylactic view.

For the quantitative determination of the subjective emo-
tional experiences, there was used a visual analogue scale (VAS).
There are several studies that have demonstrated the validity of
this method for the purpose of diagnosis and monitoring psycho-
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Fig. 1 Dispozitivul portabil SleepGuard
(SG5, Holistic Technologies LLC, USA),
aplicat in stare de veghe si somn.

Fig. 1 The SleepGuard SG5 portable device (Holistic Technologies
LLC, USA) used during the state of wakefulness and during sleep.

cutive, pentru a determina valorile medii ale numarului total
de inclestari In timpul somnului nocturn (TCT - 1. engl. total
clench time) si perioadele totale de manifestare ale lor (TNC
- 1. engl. total number of clenching). Inregistrarea TCT si TNC
s-a efectuat In mod automat, cu stocarea si prelucrarea datelor
obtinute.

in tratamentul complex al BN, a fost aplicatd metoda re-
flexo-bruxism-reglatoare, bazata pe stimularea zonelor refle-
xogene auriculare ale sistemului stomatognat, in asociere cu
activarea muschilor masticatori - angrenarea fortata, ritmica,
a maxilarelor [26]. Ritmul de angrenare a maxilarelor a fost
stabilit, reiesind din rezultatele raportate in literatura si care
au demonstrat posibilitatea de diminuare, prin aceasta meto-
da, a intensitatii stresului emotional [27].

Esenta metodei consta in efectuarea a 3-6 cicluri de angre-
nari, unde fiecare ciclu include o angrenare maximald a maxi-
larelor timp de 5 secunde, urmata de un repaus de 5 secunde.
Execrcitiul se repeta timp de 3 minute. Dupa exercitiu, timp de
1-2 minute, persoana se relaxeaza cu ochii inchisi si cu gura se-
mideschisa, respirand linistit, iar in timpul angrenarilor maxi-
larelor, se preseaza lobulii auriculari si se tractioneaza in direc-
tie inferioara si posterio-inferioara (Figura 2).

Pentru evidentierea particularitatilor de actiune a metodei
elaborate (metoda RBR), pacientii cu BN si persoanele sana-
toase au fost divizate in 4 loturi: BN cu stress emotional, BN
fara semne pronuntate de stres, persoane sanatoase cu stres
emotional, persoane sandtoase fiara semne pronuntate de
stres. Toti pacientii si persoanele sandtoase au fost investiga-
te conform unui program identic (indici motori ale episodu-
lui nocturn al bruxismului, durata somnului, indicii stresului
emotional). Toate investigatiile au fost realizate inainte si
dupa aplicarea metodei RBR.

Pentru aprecierea eficientei tratamentului aplicat, am de-
terminat coeficientul eficacitatii (8):

p=1-F" 1000
(I=N)
unde: I - valoarea parametrilor pana la tratament; F - para-
metrii finali, dupa tratament; N - parametrii la persoane sa-
natoase.

Fig. 2 Reprezentarea schematicd a procedurii
de stimulare a zonelor reflexogene auriculare, aplicate
1n metoda reflexo-bruxism reglatoare.

Fig. 2 Graphic showing the procedure of stimulating the auricular
reflexogenic zones, used in the reflex-bruxism-regulatory method.

emotional disorders - with a sensitivity value up to 76.9%, and
a specificity value up to 92.7%, a positive predictive value up to
66% and a negative predictive value up to 88% [24].

In order to analyze the night sleep we have used a question-
naire assessing sleep quality, with the separation of patients
according to the results: <19 points - pathology; 19-21 points
- borderline disorder; 22-30 points - normal values [25].

For the quantitative registration of the motor nocturnal epi-
sodes we have used the SleepGuard SG5 portable device (Holis-
tic Technologies LLC, USA) (Figure 1). The device is used during
five consecutive nights in order to determine the average values
of the total number of clenches during sleep (TNC - total num-
ber of clenches) and the total duration of their manifestation
(TCT - total clench time). TCT and TNC recording occurs auto-
matically with the storing and processing of the data.

In the complex treatment of SB, we have used the reflex-
bruxism-regulatory method based on the stimulation of the
auricular reflexogenic zones of the stomatognathic system in
association with the activation of the masticatory muscles - by
the forced engagement of jaws in rhythmic movements [26].
The rhythm of the jaw movements was developed based on
the results of research published in the scientific literature
that have demonstrated the possibility of reducing the inten-
sity of emotional stress by using this method [27].

The essence of the method consists in conducting 3-6
cycles of muscle engagement, whereas every cycle includes a
maximum engagement of the jaws for a period of 5 seconds
followed by a 5-seconds break, the procedure being repeated
for 3 minutes. After the procedure is over, the patient relaxes
for 1-2 minutes with his eyes closed and his mouth half-open,
while breathing quietly, but during the jaw engagement steps,
the auricular lobule has to be pressed and pulled in an inferior
and posterior-inferior direction (Figure 2).

For identifying the effects of the developed method (RBR
method) we have divided patients with SB and healthy indi-
viduals into 4 groups: SB with emotional stress, SB without
significant signs of stress, healthy individuals with emotion-
al stress and healthy individuals without significant signs of
stress. All patients and healthy individuals were examined ac-
cording to an identical program of investigations (recording of
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Conform indicelui f, a fost estimata eficienta tratamentu-
lui: 0 - lipsa efectului; <30% - eficienta slaba; 31-50% - efici-
enta moderata; 51-70% - eficientd exprimata; 71-99% - efi-
cientd puternica; 100% - restabilire completa a dereglarilor
respective.

Rezultatele obtinute au fost prelucrate cu ajutorul pache-
tului de programe pentru analiza statistica Statistics for Win-
dows, Release 11,0 StatSoft, Inc. (SUA). A fost calculata media
aritmetica si eroarea standard (ES). Pentru compararea me-
diilor parametrilor la doua esantioane, a fost aplicat testul t-
Student.

Rezultate

Au fost Investigati pacientii cu bruxism nocturn primar
in zilele cand, conform termometrului stresului (VAS-stres),
se obtineau cifre mai mici de 5 (grupul pacientilor fara stres
emotional, n=30) si in zilele cand, conform termometrului
respectiv, cifrele erau mai mari de 5 (grupul pacientilor cu
senzatii subiective de stres emotional, n=30). in felul acesta,
aceeasi pacienti au fost investigati in conditii psihoemotionale
relativ confortabile (VAS <5 pt.) si in conditii de autoapreciere
a prezentei stresului (VAS >5 pt.).

La pacientii cu BN si semne de stres emotional, in seara
precedenta de aplicare a metodei RBR, s-au inregistrat para-
metrii: VAS-stres in valoare de 6,90+0,28 pt., iar dupa aplica-
rea metodei RBR, valorile respective s-au ameliorat cu 39,1%
(p<0,001) (Figura 3).

La pacientii cu BN si semne de stres emotional (VAS-stres
>5 pt.), In noaptea pana la aplicarea metodei RBR, valorile
parametrilor episodului motor erau destul de mari (TNC -
95,746,3 un.; TCT - 163,6+7,6 s.), iar in noaptea dupa apli-
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the motor indices of sleep bruxism episodes, duration of sleep,
emotional stress indices). All investigations were conducted
before and after using the RBR method.

To assess the efficiency of the applied treatment, we have
determined the efficiency coefficient, by using the formula:

ﬂzl—(F_N)

(I=N)

x100%

where: | -parameter values before the treatment; F -final
parameter values, after the treatment; N - parameter values in
healthy individuals.

In accordance with the 8 index, we have determined the ef-
ficiency of the treatment: 0 - lack of efficiency; <30% - low ef-
ficiency; 31-50% - moderate efficiency; 51-70% - significant
efficiency; 71-99% - high efficiency; 100% - complete recov-
ery from the disorder.

The obtained results were processed with the help of the
statistical analysis software package Statistics for Windows,
Release 11.0 StatSoft, Inc. (USA). We have determined the ar-
ithmetical mean and standard error (SE). We used Student’s
t-test to compare the parameter averages of the two samples.

Results

There were investigated patients with primary sleep brux-
ism, during the days when according to the “stress thermom-
eter” (VAS-stress) there were observed figures lower than 5
points (group of patients without emotional stress, n=30) and
on the days when according to the stress thermometer, the
value of the index was higher than 5 (group of patients with
subjective sensations of emotional stress, n=30). Thus, the
same patients were investigated in conditions of a relatively

B BN, VAS-stres=5

B S8, VAS-siress=5
{n=30}

= BN, VAS-stres=5

B 5B, VAS-stress=5
(=30}
Sanatosi, VAS-stres=5
Healty individueals,
VAS-siress=5
{n=30)
Sanatosi, VAS-stres=5
Healiy individuals,
VAS-siress=5
n=30)}

Fig. 3 Valorile VAS-stres la persoanele sanatoase si la pacientii cu bruxism nocturn primar, sub influenta metodei
reflexo-bruxism-reglatoare, in functie de nivelul stresului emotional.
Notd: pe vericala - valoarea VAS-stres, pt. Diferentele statistice dupa aplicarea metodei RBR vs. pana la aplicarea metodei RBR marcate drept: (*** - p<0,001); vs.

persoanele sdanatoase, in stare de confort relativ (** - p<0,001).

Fig. 3 VAS-stress values in healthy individuals and in patients with primary sleep bruxism under the influence
of the reflex-bruxism-regulatory method in relation to the level of emotional stress.
Note: vertically - VAS-stress, pt.; statistically significant differences after using the RBR method vs. before applying the RBR method (eee - p<0.001); vs. healthy

individuals in a state of relative comfort (xxx - p<0.001).
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Fig. 4 Numarul de inclestari nocturne si durata lor totala la pacientii cu bruxism nocturn primar sub influenta metodei reflexo-bruxism-

reglatoare, in functie de nivelul stresului emotional.
Notd: pe verticald - numarul total de inclestari (TNC, un.) si durata lor totala (TCT, s.). Diferentele statistice dupa aplicarea metodei RBR vs. pana la aplicarea metodei

Fig. 4 Number of nocturnal clenches and their total duration in patients with primary sleep bruxism under the influence of reflex-bruxism-regu-
latory method in relation to the level of emotional stress.
Note: vertically - total number of clenches (TNC, un.) and total clench time (TCT, s); statistically significant differences after using the RBR method vs. before applying

the RBR method (eee - p<0.001); vs. healthy individuals in a state of relative comfort (xxx - p<0.001).

carea metodei RBR, valorile respective au diminuat statistic
semnificativ (TNC - cu 52,4% iar TCT - cu 63,2% (Figura 4).

Un indice important al eficientei este coeficientul {3, care
reflecta rezultatul tratamentului in aspect tridimensional (va-
lorile pana la tratament/valorile dupa tratament/valorile nor-
male). Eficacitatea corectiei (coeficientul () episodului noc-
turn la pacientii cu BN si semne de stres emotional (VAS-stres
>5 pt.) sub influenta metodei RBR a fost de 56,0% pentru TNC
si de 65,0%, pentru TCT. Aceste valori reflecta o eficacitate ex-
primata.

Durata somnului In noaptea inainte de aplicarea metodei
RBR a fost de 7,2+1,6 ore, iar dupa aplicarea metodei - de
7,8+1,5 ore. Se observa o tendinta de sporire a duratei somnu-
lui, Insa fara deosebiri statistic semnificative. Calitatea som-
nului la pacientii cu BN si stres, inainte de aplicarea metodei
RBR, a constituit 17,1+1,3 pt., iar dupa aplicarea metodei - de
22,7+1,5 pt. (p<0,01). Deci, calitatea somnului s-a ameliorat
cu 32,7%.

La pacientii cu BN fdrd semne de stres emotional, aplicarea
metodei RBR, de asemenea, a provocat modificari considera-
bile ale indicilor psihoemotionali: inaintea aplicarii metodei
RBR, indicii VAS-stres au avut valorile de 2,6+0,65 pt., iar dupa
realizarea metodei RBR, indicii au evoluat spre o ameliorare
cu 11,5% (p>0,05) (Figura 3).

La pacientii cu BN fara semne de stres emotional, valorile in-
dicilor motorii ale episodului nocturn pana la aplicarea metodei
RBR, au constituit: TNC - 112,8+5,7 un.; TCT - 182,7+7,7 s.; dupa
aplicarea metodei RBR, acesti indici au diminuat considerabil
(p<0,001): TNC - cu 61,2%, iar TCT - cu 67,9% (Figura 4).

Eficacitatea corectiei (coeficientul ) la pacientii fara sem-
ne de stres emotional a constituit pentru TNC 63,0% si 69,0%,
respectiv, pentru TCT.

comfortable psycho-emotional state (VAS <5 pt.) and in condi-
tions of self-assessment of stress (VAS >5 pt.).

In patients with SB and signs of emotional stress, during
the night before the application of the RBR method, there were
observed the following values: a VAS-stress value of 6.9+0.28
pt., and after using the RBR method, the respective values have
improved by 39.1% (p<0.001) (Figure 3).

In patients with SB and signs of emotional stress (VAS-
stress >5 pt.), during the night before using the RBR method,
the motor episode indices were rather high (TNC - 95.7+6.3
un.; TCT - 163.6+7.6 s), but during the night after applying the
RBR method, these indices decreased statistically significant
(TNC by 52.4%, TCT by 63.2%) (Figure 4).

An important index of efficiency is the 3 coefficient, which
reflects the treatment result from a three-dimensional aspect
(values before the treatment/values after the treatment/nor-
mal values). The effectiveness of correction ( coefficient) of
nocturnal episodes in patients with SB and with signs of emo-
tional stress (VAS-stress >5 pt.) under the influence of the RBR
method is 56.0% for TNC and 65.0% for TCT. These values re-
flect a significant efficiency.

The duration of night sleep before using the RBR method
was 7.2+1.6 hours, and after applying the aforementioned
method - 7.8+1.5 hours. There was observed a tendency of ex-
tending the sleep duration; however the observed differences
were not statistically significant. The sleep quality in patients
with SB and stress before the application of the RBR method
was 17.1+1.3 pt., but after using the method - 22.7+1.5 pt.
(p<0.01). Thus, the quality of sleep was improved by 32.7%.

In patients with SB without any signs of emotional stress
the application of the RBR method also caused considerable
changes of the psycho-emotional indices: before using the
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Fig. 5 Numarul de inclestari nocturne si durata lor totald la persoane sanatoase, sub influenta metodei
reflexo-bruxism-reglatoare, in functie de nivelul stresului emotional.
Notd: pe verticald - numarul total de inclestari (TNC, un.) si durata lor totala (TCT, s.). Diferentele statistice dupa aplicarea metodei RBR vs. pana la aplicarea metodei
RBR (*- p<0,05; **- p<0,001); vs. persoane sdanatoase, in stare de confort relativ (* - p<0,05; ** - p<0,001).

Fig. 5 Number of nocturnal clenches and their total duration in healthy individuals under the influence
of reflex-bruxism-regulatory method in relation to the level of emotional stress.
Note: vertically - total number of clenches (TNC, un.) and their total duration (TCT, s); statistically significant differences after using the RBR method vs. before ap-
plying the RBR method (* - p<0.05; *** - p<0.001); vs. healthy individuals in a state of relative comfort (* - p<0.05; ** - p<0.001).

Durata somnului nocturn nu s-a modificat statistic sem-
nificativ (pana la aplicarea metodei RBR - 7,6%1,5 ore, iar
dupa aplicarea metodei - 7,1£0,8 ore). La pacientii cu BN si
VAS-stres <5 pt., inainte de aplicarea metodei RBR, calitatea
somnului a constituit 19,3+1,5 pt., iar dupa aplicarea metodei
-21,8+1,4 pt. (p>0,05).

La persoanele sdndtoase cu semne de stres emotional, inain-
tea influentei metodei RBR, VAS-stres a constituit 5,8+0,41 pt.;
aplicarea metodei RBR a indus modificari pozitive - diminua-
rea stresului cu 56,9% (Figura 5).

Indicii episodului motor, cu semne de inclestare a maxilare-
lor, s-a manifestat si la persoanele sdanatoase, in stare de stres
emotional pronuntat (VAS-stres >5 pt.) (Figura 5). inainte de
metoda RBR, TNC a constituit 12,9+2,4 un.; TCT a avut valori
de 16,25+0,59 s., iar dupa aplicarea metodei RBR, acesti indici
au diminuat considerabil: TNC - cu 25,6%; TCT - cu 45,7%. La
persoanele sanatoase, metoda RBR a diminuat manifestarile
motorii ale episoadelor de inclestare a maxilarelor, cu influen-
tda mai puternica asupra duratei totale a inclestarilor nocturne.

Durata somnului sub influenta metodei RBR nu s-a modi-
ficat considerabil (inaintea aplicarii metodei RBR a consituit
7,6£1,0 ore, iar dupa aplicarea metodei - 7,1+0,9 ore). La per-
soanele sanatoase, In prezenta stresului, inainte de aplicarea
metodei RBR, calitatea somnului a constituit 22,8+1,3 pt,, iar
dupa aplicare metodei - 26,6+1,2 pt. (p<0,05).

La persoanele sdndtoase, fdard semne de stres emotional,
aplicarea metodei RBR a condus la o armonizare a functiilor
psihoemotionale: pana la aplicarea metodei RBR, VAS-stres a

RBR method, the VAS-stress indices had values of 2.6+0.65 pt.,
but after applying the RBR method the indices increased by
11.5% (p>0.05) (Figure 3).

In patients with SB without any signs of emotional stress
the values of motor indices of the nocturnal episodes before
using the RBR method were: TNC - 112.8+5.7 un.; TCT -
182.7+7.7 s; after applying the RBR method these indices have
decreased considerably (p<0.001): TNC by 61.2% and TCT by
67.9% (Figure 4).

The correction efficiency (3 coefficient) in patients without
any signs of emotional stress was 63.0% for TNC and 69.0%
for TCT.

The duration of sleep did not significantly modify statisti-
cally (before using the RBR method - 7.6£1.5 hours, but after
applying the RBR method - 7.1+0.8 hours). In patients with SB
and VAS-stress <5 pt. before using the RBR method, the qual-
ity of sleep was 19.3+1.5 pt,, but after applying this method
-21.8+1.4 pt. (p>0.05).

In healthy individuals with signs of emotional stress before
the RBR method, the value of VAS-stress was 5.8+0.41 pt.; af-
ter using the RBR method, it has caused some positive modifi-
cations - a reduction of stress by 56.9% (Figure 5).

The indices of motor episodes, with signs of jaw clenching oc-
cur in healthy individuals in conditions of strong emotional stress
(VAS-stress >5 pt.) (Figure 5). Before the application of the RBR
method, TNC was 12.9+2.4 un.; TCT had a value of 16.25+0.59
s, but after using the RBR method, these indices have decreased
considerably: TNC by 25.6%; TCT by 45.7%. In healthy individu-



constituit 3,2+0,39 pt.; dupa aplicarea metodei, intensitatea
stresului emotional a diminuat cu 12,5% (Figura 3).

La persoanele sdndtoase, fard semne de stres emotional, s-a
atestat un numar foarte mic de inclestari in timpul somnului:
inainte de aplicarea metodei RBR, TNC a constituit 3,4+0,95
un., iar TCT - 3,6+0,68 s.; dupa aplicarea metodei RBR, indi-
cii respectivi s-au modificat astfel: TNC - 3,3+0,1 un.; TCT -
1,81+0,32 s. S-a observat ca si la persoanele sanatoase, fara
semne de stres emotional, aplicarea metodei RBR reduce du-
rata totala de inclestare cu 49,7% (p<0,05).

Durata somnului de noapte nu s-a modificat considera-
bil, fiind de 7,3+0,6 ore inaintea aplicarii metodei RBR si de
7,1%0,5 ore - dupa aplicarea metodei. La persoanele sanatoa-
se, fara manifestari de stres emotional, Tnainte de aplicarea
metodei RBR, calitatea somnului a constituit 23,6+1,4 pt., iar
dupa aplicarea metodei - 25,3+1,5 pt. (p>0,05).

Discutii

Rezultatele obtinute demonstreaza cad exista particulari-
tati importante ale manifestarilor BN la pacienti, in functie de
nivelul stresului emotional si aplicarea metodei RBR. S-a de-
monstrat cd si la persoanele sanatoase, in stare de stres emoti-
onal, sunt prezente Inclestarile nocturne ale maxilarelor, care
diminueaza considerabil sub influenta metodei RBR.

Bruxismul, conform opiniei multor autori, este considerat
a fi un raspuns fizic (somatic) la un stres emotional, insa rezul-
tatele obtinute in ultimii ani reflectd o interdependenta mult
mai complexa ale acestor fenomene [13, 27, 28]. In experiente
pe animale, a fost demonstrat ca starile de stres sunt asociate
cu contacte ocluzale mai frecvente si miscari ale mandibulei,
asemandtoare cu cele aparute in BN [29]. Stresul cronic pro-
voaca modificari severe ale reflexelor maseterice [30] si con-
duce la aparitia disfunctiilor musculare in sistemul stomatog-
nat, de la 34% pana la 46,2% din cazuri [31].

Actualmente, se aplicd multe metode si tehnologii de dimi-
nuare a stresului emotional la pacientii cu BN [20, 32]. O me-
toda de autoajutorare la pacientii cu BN poate fi considerata
beneficad atunci, cand, pe 1anga amelioararea starii psihoemo-
tionale, ea are o actiune exprimata si asupra activitatii mus-
chilor masticatori, cu diminuarea manifestarilor episodului de
bruxism [13, 17, 23].

Reiesind din cele relatate, ne-am propus drept obiectiv
elaborarea unei metode capabile sa influenteze mai puternic
dereglarile psihomotorii la pacientii cu BN in conditii de ten-
sionare psihoemotionala (stres emotional). Totodata, metoda
propusa trebuie sa fie accesibild, simpla si eficienta. In ciuta-
rea acestei tehnologii, ne-am axat pe posibilitatile terapeutice
ale zonelor reflexogene cutanate, asociate cu sistemul stoma-
tognat [19, 33] (Figura 6).

Zona lobulului auricular prezinta un interes deosebit pen-
tru specialistii din stomatologie deoarece, in baza investiga-
tiilor neurologice, neurostomatologice si neurofiziologice, a
fost demonstrat ca proiectia structurilor sistemului stomato-
gnat pe lobulul auricular poate fi explicata prin particularita-
tile inervatiei acestei zone - nervul facial (VII), trigemen (V),
glosofaringian (IX), vagus (X) si plexul cervical (C, - C,) [19,
33]. Prezenta terminatiunilor acestor nervi creaza conditii fa-
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als, the RBR method has led to the decrease of the motor manifes-
tations of jaw clenching episodes with a stronger influence on the
total duration of nocturnal clenching.

The duration of sleep has not significantly changed under
the influence of the RBR method (before applying the RBR
method it was 7.6£1.0 hours, but after using the aforemen-
tioned method - 7.1+0.9 hours). In healthy individuals with
signs of emotional stress before using the RBR method, the
quality of sleep was 22.8+1.3 pt. and after applying the meth-
od - 26.6x1.2 pt. (p<0.05).

In healthy individuals without any signs of emotional stress
the usage of the RBR method has led to a harmonization of the
psycho-emotional functions: before using the RBR method, VAS-
stress had a value of 3.2+0.39 pt,; after applying the method the
intensity of the emotional stress decreased by 12.5% (fig. 3).

In healthy individuals without any signs of emotional stress,
there occurs a very small number of clenches during sleep:
before using the RBR method, TNC was 3.4+0.95 un., and
TCT - 3.6%0.68 s; after applying the RBR method these in-
dices have changed: TNC - 3.3£0.1 un.; TCT - 1.81+0.32 s. It
was observed that in healthy individuals without any signs of
emotional stress, the RBR method reduces the total period of
clenching by 49.7% (p<0.05).

The sleep duration hasn’t changed significantly, being
7.3+0.6 hours before applying the RBR method and 7.1+0.5
hours after using the method. In healthy individuals without
any signs of emotional stress before using the RBR method,
the quality of sleep was 23.6+1.4 pt. but after its application -
25.3%1.5 pt. (p>0.05).

Discussions

The obtained results demonstrate that there are important
peculiarities of the SB manifestations depending on the level
of emotional stress and on the usage of the RBR method. It
has been demonstrated that in healthy individuals that are in
a state of emotional stress, there occurs nocturnal jaw clench-
ing as well, which decreases significantly under the influence
of the RBR method.

According to the opinion of many researchers, bruxism is
a physical (somatic) response to an emotional stress, however
the results that have recently been obtained reflect a more
complex interdependence of these phenomena [13, 27, 28].
In animal experiments, it was shown that stress is associated
with more frequent occlusal contacts and jaw movements,
similar to those that occur in SB [29]. Chronic stress causes
severe modifications in the masseter reflexes [30] and leads
to the appearance of muscular dysfunctions in the stomato-
gnathic system in 34%-46.2% cases [31].

Currently there are being used a lot of methods and technolo-
gies in order to reduce emotional stress in patients with SB [20,
32]. A self-help method in patients with SB can be considered to
be beneficial when besides the improvement of the psycho-emo-
tional state, the method has a noticeable effect upon the activ-
ity of the masticatory muscles with a reduction of the number of
manifestations of bruxism episodes [13, 17, 23].

Based on the facts mentioned above, we have set as the ob-
jective of the study the development of a method that is capa-
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Fig. 6 Proiectia structurilor cerebrale si ale sistemului stomatognat pe lobulul pavilionului auricular [19, 33].
Nota: 1 - hipofiza; 2 - hipotalamusul; 3 - formatia reticulard; 4 - sistemul limbic; 5 - talamusul; 6 - lobul frontal; 7 - proiectia corticala vestibulard; 8 - proiectia
corticala auditiva; 9 - proiectia corticala vizuald; 10 - proiectia corticald motorie; 11 - proiectia corticala somatoviscerala.

Fig. 6 The projection areas of the brain structures and stomatognathic system on the lobule of the auricular pavilion [19, 33].
Note: 1 - pituitary; 2 - hypothalamus; 3 - reticular formation; 4 - limbic system; 5 - thalamus; 6 - frontal lobe; 7 - vestibular cortical projections; 8 - auditory
cortical projection; 9 - cortical visual projection; 10 - cortical motor projection; 11 - cortical somato-visceral projection.

vorabile pentru modificarea esentiala a activitatii structurilor
trunchiului cerebral, implicate in reglarea activitatii sistemu-
lui stomatognat.

In baza conexiunilor aferente-eferente a nervilor men-
tionati, existd multiple cdi neurogene de interactiune, care
influentaza mecanismele patogenetice ale BN (sensibilitate
nociceptiva, hiperactivitatea muschilor masticatori, activitate
reflexo-ocluzala etc.), dar si mecanismele sanogene la aceasta
categorie de pacienti.

Pornind de la posibilitatea teoretica de a influenta activi-
tatea sistemului stomatognat prin actiunea asupra zonelor re-
flexogene auriculare, a fost elaborata o tehnica speciala, numi-
td metoda reflexo-bruxism-reglatoare (metoda RBR). Primul
component al acestei metode este actiunea mecanica (masa-
rea, intinderea, presarea, frecarea) asupra lobulului auricular,
cu scop de a influenta prin nervii respectivi asupra structu-
rilor trunchiului cerebral, implicate in reglarea activitatii sis-
temului stomatognat. Al doilea component include miscarile
ritmice ale mandibulei, cu angrenarea fortata a maxilarelor.
Ideea principala este realizarea actiunii asupra lobulului au-
ricular concomitent cu activizarea muschilor masticatori, pen-
tru a crea conditii fiziologice mai favorabile de interactiune
ale zonelor reflexogene auriculare cu structurile sistemului
stomatognat. S-a demonstrat, ca angrenarea periodica fortata
la pacientii cu BN poate reduce nivelul de cortizol in saliva si,
deci, diminueaza nivelul stresului emotional [27].

Rezultatele noastre au demonstrat ca BN este asociat cu
un nivel Tnalt de stres emotional, corectia caruia conduce la
diminuarea esentiald a dereglarilor nocturne motorii si la
ameliorarea somnului de noapte. Important este ca starile de
stres emotional conduc la aparitia inclestarilor nocturne ale
maxilarelor, atat la pacientii cu BN, cat si la persoanele sana-
toase, ceea ce confirma teoria centrala a etiopatogenezei BN,
cu implicarea factorilor psihogeni.

In grupul pacientilor cu BN firi semne de stres emotional,
au fost depistate efecte pozitive care, in linii generale, se asea-
mana cu cele obtinute la pacientii cu BN si stres emotional.

ble of influencing the psychomotor disorders in a more pow-
erful way in patients with SB that are under psycho-emotional
tension (emotional stress). The suggested method should be
accessible, simple, and effective at the same time. In pursuit
of such a technology, we have focused on the therapeutic pos-
sibilities of the reflexogenic cutaneous zones, associated with
the stomatognathic system [19, 33] (Figure 6).

The zone of the auricular lobule is of a particular interest
to the dental specialists, due to the fact that during neurologi-
cal, neuro-dental and neuro-physiological investigations it has
been proved that the projection of the structures, belonging to
the stomatognathic system on the auricular lobule can be ex-
plained by the innervation peculiarities of this area - the facial
nerve (VII), the trigeminal nerve (V), the glossopharyngeal
nerve (IX), the vagus nerve (X) and the cervical plexus (C,- C,)
[19, 33]. The presence of these nerve endings create favorable
conditions for the activity of the brainstem structures that are
involved in the regulation of the activity of the stomatognathic
system.

On the basis of afferent-efferent connections of the men-
tioned nerves there exist multiple neurogenic ways of interac-
tion that influence the SB pathogenic mechanisms (the noci-
ceptive sensitivity, hyperactivity of the masticatory muscles,
the reflex-occlusal activity, etc.) and sanogenic mechanisms
observed in this category of patients.

Starting from the theoretical possibility of influencing the
activity of the stomatognathic system by influencing the auricu-
lar reflexogenic zones we have elaborated a special technology
called reflex- bruxism-regulatory method (RBR method). The
first element of this method is the mechanical action (massage,
stretching, pressing, rubbing) exerted on the ear lobe with the
purpose of influencing the brainstem nerve structures, involved
in the activity of regulating the stomatognathic system. The sec-
ond element includes the rhythmic movements of the mandible,
with the forced jaw engagement. The main idea is to accomplish
an action on the ear lobe and at the same time to activate the
masticatory muscles in order to create more favorable condi-



De mentionat ca, metoda RBR, in lipsa manifestarilor de stres
emotional nu provoaca disconfort psihoemotional; din contra,
pacientii constata senzatii de relaxare psihomotorie, senzatii
placute de caldura in regiunea cefalica, ceea ce amelioreaza
procesul de adormire. S-ar parea ca aceste persoane nu au
stres emotional exprimat (valorile VAS-stres erau in limitele
normei), insa, reactia organismului la aplicarea metodei RBR
se asemadna cu reactia pacientilor cu un nivel inalt de stres. La
pacientii cu BN, aceste date pot fi interpretate ca si prezenta
altor variante clinice de stres, decat a celui asociat cu episodul
de BN (tensionarea muschilor masticatori si durerea muscu-
lara sunt factori stresogeni importanti). Se poate presupune
ca pacientii cu BN chiar in conditii de statut psihoemotional
relativ normal suportd o stare de tensionare asociata cu activi-
tatea muschilor masticatori. De aici reiesa o concluzie impor-
tanta - la pacientii cu BN, indiferent de manifestarea stresului
emotional, este necesara realizarea masurilor pentru diminu-
area tensiondrii motorii.

Rezultatele obtinute coreleaza cu informatia din literatura
moderna - stdrile de stres emotional cronic provoaca spasmul
muschilor din sistemul stomatognat, analogic cu dereglarile
aparute la pacientii cu BN [5, 29, 34]. Pe de alta parte, stresul
cronic poate conduce la sporirea activitatii muschilor mastica-
tori, independent de starea psihoemotionala [28, 30].

Datele noastre sugereaza ca la pacientii cu BN, metoda RBR
diminueaza considerabil atat numarul de inclestari in timpul
somnului, cat si durata lor totald, independent de prezenta sau
absenta semnelor subiective de stres emotional. Sub actiunea
stresului emotional, sporirea valorilor TNC si TCT se produce
atat la persoanele sanatoase, cat si la cele cu BN, daca este sa
le raportam la indicii similari, estimati in conditii de confort.

Aceste date demonstreaza ca stresul joaca un rol patoge-
netic in constituirea BN. Este important c3, la etapele initiale,
cand persoana respectiva se afla in stres cronic, este necesar
de aplicat un program de linitare a stresului si de relazare,
pentru a evita formarea patternului de hiperactivitate a mus-
chilor masticatori. Deci, metoda elaborata este eficienta nu
numai pentru pacientii cu BN, dar si pentru persoanele sa-
ndtoase, aflate In stres emotional cu risc major de formare a
patternului de hiperactivitate a muschilor masticatori, tipice
pentru bruxism.

Rezultatele obtinute demonstreaza ca, atat la pacienti, cat
si la persoane sandtoase, cu un indice VAS-stres peste 5 pt,,
metoda RBR amelioreaza considerabil calitatea somnului.

Rezultatele obtinute reflecta posibilitatile actiunii refle-
xogene auriculare asupra indicilor studiati, ceea ce permite
recomandarea metodei elaborate pentru atenuarea stresului
si dereglarilor motorii la pacientii cu BN. Pacientii aplica me-
toda RBR cu placere, mentionandu-i efectul sedativ inaintea
somnului, precum si ameliorarea calitatii, si duratei somnului.
Mai mult decat atat, in orele de dimineat3, la trezire, pacientii
au observat o diminuare considerabila a durerilor in muschii
masticatori si articulatia temporo-mandibulara.

Metoda RBR nu provoaca efecte adverse si complicatii,
usor se realizeaza in diferite situatii stresogene. Pacientii cu
placere aplica metoda 1n starile anxioase, depresive, in stari-
le de epuizare si astenie. Indicatiile pentru aplicarea metodei
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tions for the physiological interaction of the reflexogenic zones of
the ear with the structures of the stomatognathic system. It has
been demonstrated that periodical forced engagement done by
patients with SB can reduce the level of cortisol in saliva and thus
it diminishes the level of emotional stress [27].

Our results show that the correction of SB, associated with a high
level of emotional stress, leads to an essential decrease of nocturnal
motor disorders and improves the sleep. An important fact is that
emotional stress leads to the occurrence of nocturnal jaw clenching
both in patients with SB and in healthy individuals, which confirms
the central theory of SB etiopathogenesis with the implication of the
psychogenic factors.

In the group of patients with SB without any signs of emo-
tional stress there were detected positive effects, which gener-
ally resemble those, obtained in patients with SB and emotional
stress. It is worth mentioning that the usage of the RBR method in
cases without emotional stress does not cause psycho-emotional
discomfort, on the contrary, patients experience sensations of
psychomotor relaxation, pleasant sensations of warmth in the ce-
phalic region, which improve the sleep process. It may seem that
these patients do not have significant forms of emotional stress
(VAS-stress was in the normal range), however the reaction of
the organism to the RBR method resembled those of the patients
with a high level of stress. These data can be interpreted as the
presence of other clinical variants of stress in SB patients besides
emotional stress, associated with the SB episode (the tension of
the masticatory muscles and muscular pain are important stress
factors). It can be assumed that patients with SB even in relatively
normal psycho-emotional conditions are under tension, associ-
ated with the activity of masticatory muscles. This leads to an im-
portant conclusion - in patients with SB, regardless of the mani-
festations of emotional stress, it is necessary to undertake steps
in order to reduce the motor tension.

The obtained results correlate with the information from the
modern scientific literature -chronic emotional stress causes
muscle spasm in the stomatognathic system, which is similar to
the disorders that occur in patients with SB [5, 29, 34]. On the
other hand, chronic stress can lead to the increase of the masti-
catory muscle activity, independently from the psycho-emotional
state [28, 30].

Our results can confirm that the RBR method considerably
decreases both the number of clenches during the sleep, and
their total duration in patients with SB, independently from the
presence or absence of subjective signs of emotional stress.

The results show that not only in patients with SB, but also
in healthy individuals, there occurs an increase of TNC and TCT
under the influence of emotional stress, in comparison with the
indices observed during a state of comfort. These data demon-
strate that stress has a pathogenic role in the development of SB.
It is very important to accomplish a program of stress avoidance
and relaxation at the initial stages of the occurrence of chronic
stress in order to avoid establishing a hyperactivity pattern of the
masticatory muscles. Thus, the developed method is effective not
only for patients with SB, but also for healthy individuals under
conditions of emotional stress with a major risk of developing
patterns of masticatory muscles hyperactivity, that are character-
istic for bruxism.
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reflexo-bruxism-reglatoare sunt: manifestari frecvente si de
lunga durata sau agravarea episoadelor motorii nocturne ale
bruxismului (numarul de inclestari si durata lor); manifestari
pronuntate ale stresului emotional si dereglari ale somnului la
pacientii cu BN si la persoanele sanatoase.

Trebuie de constientizat faptul ca, aplicarea metodei RBR
nu conduce la disparitia completa a episoadelor de BN, dar
permite modularea episodului de bruxism, cu manifestarea
lui in limitele sanogene (bruxismul, in stare de stres, joaca
un rol de supapa pentru drenajul tensionii psihoemotionale
excesive) [23]. In baza rezultatelor preliminare obtinute, pu-
tem afirma ca metoda RBR creaza conditiile necesare pentru
formarea unui model al bruxismului streso-sanogen, care are
deosebiri esentiale cu episoadele patologice ale BN (bruxism
streso-patogen).

Concluzii

1) Metoda reflexo-bruxism-reglatoare se bazeaza pe meca-
nismele patogenetice ale bruxismului nocturn (rolul stresului
emotional, hiperactivitatea muschilor masticatori, conexiuni
neurogene/reflexogene ale sistemului stomatognat cu zonele
auriculare).

2) Metoda reflexo-bruxism-reglatoare este eficienta, sim-
pla in realizare, nu provoaca efecte adverse si complicatii, mic-
soreaza considerabil numarul de Inclestari nocturne si durata
totala a inclestarilor, ceea ce conduce la diminuarea severitatii
episodului de bruxism si la ameliorarea somnului.

3) Indicatii pentru aplicarea metodei reflexo-bruxism-re-
glatoare sunt: manifestari frecvente si de lunga durata sau
agravarea episoadelor motorii nocturne ale bruxismului (nu-
marul de inclestari si durata lor) si dereglarile nocturne ale
somnului.

Abrevieri

BN - bruxism nocturn primar;

TCT - total clench time (durata totalad de inclestare);

TNC - total number of clenching (numarul total de incles-
tari);

VAS - visual analogue scale (scala analogica vizuala);

RBR - reflexo-bruxism-reglator.

Declaratia de conflict de interese
Nimic de declarat.
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The obtained results demonstrate that in both patients and in
healthy individuals, when the VAS-stress levels exceed 5 pt., the RBR
method causes considerable improvement of the sleep quality.

The obtained results convincingly reflect the possibilities
conveyed by the action exerted on auricular reflexogenic zones
in regard to the investigated indices, this fact allowing its recom-
mendation for stress relief and diminishing motor disturbances
in patients with SB. Patients eagerly use the RBR method, men-
tioning its sedative effect before sleep, the improvement of sleep
quality and duration. Moreover, in the morning upon waking, the
patients have noticed a considerable decrease in pain of the mas-
ticatory muscles and in the temporomandibular joint.

The RBR method does not cause any side effects or complica-
tions; itis easily used in different stress situations. Patients eager-
ly apply the method in states of anxiety, depression, exhaustion
and fatigue. The indications for using the reflex-bruxism-regula-
tory method are the following: frequent and lengthy manifesta-
tions or exacerbation of nocturnal motor episodes of bruxism
(number of clenches and their duration); significant emotional
stress manifestations and sleep disturbances in patients with SB
and in healthy individuals.

An important fact is that the usage of the RBR method does
not have as a purpose the complete disappearance of the SB
episodes, but the modulation of the bruxism episodes, with the
method’s effect being in a sanogenic range, because as it was as-
sumed, the presence of bruxism in the state of stress acts as a
valve for draining the excessive psycho-emotional tension [23].
Based on the preliminarily obtained results, we can affirm that
the RBR method creates the conditions necessary for the forma-
tion of a stress-sanogenic bruxism, which is essentially different
from the pathologic episodes of SB (stress-pathogenic bruxism).

Conclusions

1) The Reflex-Bruxism-Regulatory method is based on patho-
genetic mechanisms of sleep bruxism (the role of emotional
stress, the hyperactivity of masticatory muscles, the neurogenic/
reflexogenic connections of the stomatognathic system with the
auricular zones).

2) The Reflex-Bruxism-Regulatory method is effective, simple
in realization, does not cause any side effects or complications
and significantly reduces the number of nocturnal clenches and
their total duration, which leads to the decrease of the severity of
bruxism episode and the improvement of sleep.

3) Guidelines for the application of the Reflex-Bruxism-Reg-
ulatory method are: frequent and lengthy manifestations or ex-
acerbation of nocturnal motor episodes of bruxism (number of
clenches and their duration) and nocturnal sleep disturbances.

Abbreviations

SB - primary sleep bruxism;

TCT - total clench time;

TNC - total number of clenches;
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RBR - Reflex-Bruxism-Regulatory.
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Ce nu este cunoscut, deocamdata, la subiectul abordat

Nu este documentat suficient profilul factorilor conventio-
nali de risc cardiovascular la populatia tanara.

Ipoteza de cercetare

Persoanele tinere au modificari ale factorilor de risc car-
diovascular care ar putea evolua in entitdti nozologice, mai
tarziu.

Noutatea adusa literaturii stiintifice din domeniu

Sunt caracterizati factorii conventionali de risc cardiovas-
cular la tinerii din Republica Moldova.

Rezumat

Introducere. Bolile cardiovasculare reprezintd cauza a
mai mult din jumatate din mortalitatea generald in Republica
Moldova. Dislipidemia si obezitatea sunt cunoscute ca factori
modificabili de risc cardiovascular, iar instalarea lor in copila-
rie va lasa amprenta, care se va manifesta odata cu inaintarea
in varsta. Identificarea precoce si delimitarea grupului de risc
este importanta pentru interventiile preventive individualizate
la tineri. Scopul studiului a fost evaluarea spectrului factorilor
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What is not known yet, about the topic

The profile of conventional cardiovascular risk factors in
young population is not enough documented.

Research hypothesis

The young population present changes in the cardiovas-
cular risk factors which later may evolve into cardiovascular
diseases.

Article’s added novelty on this scientific topic

The article presents the characteristic of the conventional
cardiovascular risk factors in the cohort of young Moldovans.

Abstract

Introduction. Cardiovascular diseases are responsible for
more than half of total mortality in the Republic of Moldova.
Dyslipidaemia and obesity are recognized as modifiable car-
diovascular risk factors, and lipid levels have a tendency to
track from childhood to adulthood. Early identification and
delimitation of the risk group is important for potential in-
dividualized preventive interventions in the young people.
Therefore, the aim of the study was to assess the spectrum of



conventionali de risc cardiovascular in cohorta tinerilor din Re-
publica Moldova.

Material si metode. Studiul de tip transversal, cu utilizarea
chestionarului STEPS (OMS), a fost efectuat pe un esantion de
446 de studenti ai anului intai de studii de la facultatile de Medici-
nd, Farmacie si Stomatologie ale Universitatii de Stat de Medicina
si Farmacie ,Nicolae Testemitanu” (140 de barbati si 306 femei).
Toti participantii au fost supusi examenului clinic antropometric
si evaluarii lipidelor serice. Datele statistice au fost analizate in
mediul de programare R, folosind aplicatiile ,ggplot2’si ,epitool’

Rezultate. Au fost identificati 355 (79,8%) de subiecti cu
valorile indicelui masei corporale sub 25 kg/m? si 91 (20,2%)
de persoane cu valori peste 25 kg/m? Conform valorilor prag
populational- si sex-specifice pentru circumferinta abdomi-
nala, 138 (30,9%) de subiecti aveau obezitate centrala (20 de
barbati si 118 femei). Concentratiile lipoproteinelor cu densi-
tate Tnalta la barbatii cu obezitate centrald, obezi/suprapon-
derali, au fost peste valorile prag sex-specifice (1,0 mmol/I),
in timp ce la femeile cu obezitate centrala si obeze/suprapon-
derale, acestea erau egale sau mai mici decat valorile normale
sex-specifice (1,3 mmol/1).

Concluzii. Rezultatele studiului au demonstrat ca supra-
ponderalitatea/obezitatea sunt fenomene frecvent intalnite in
randul tinerilor din Republica Moldova. La subiectii non-obezi,
concentratiile lipoproteinelor cu densitate 1nalta au fost mai
mari decat la participantii care sufera de obezitate centrala.
Circumferinta abdominala a avut tendinta de a fi un parame-
tru antropometric discriminator mai robust pentru subiectii
cu niveluri anormale de lipide si ar putea fi aplicat pentru se-
lectarea tinerilor cu risc cardiovascular sporit.

Cuvinte cheie: factori conventionali de risc cardiovascular,
parametri antropometrici, lipide serice, colesterol, populatia
tanara.

Introducere

Bolile cardiovasculare (BCV) prezinta una din cauzele de
deces si dizabilitate la nivel mondial [1, 2]. In Republica Mol-
dova, BCV cauzeaza 56% din mortalitatea totald si 26% din
decesele premature in randul populatiei apte de muncg, avand
o tendintd de crestere cu 34% In ultimii 10 ani [3].

Desi, factorii conventionali de risc cardiovascular sunt stu-
diati in diferite grupuri de varsta (copildrie, adolescenta si
adulti), profilul acestora la tineri nu este suficient documentat
[4-7]. Tinerii tind sa nu apeleze la serviciile de sanatate, deoa-
rece ei nu prezinta simptome clinice.

Identificarea precoce a factorilor de risc cardiovascular are
o importanta clinic, fiindca majoritatea acestor factori sunt
reversibili si prin urmare, efectele lor pot fi diminuate.

Dislipidemia si obezitatea sunt recunoscute ca factori modi-
ficabili de risc cardiovascular, care actioneaza in mod indepen-
dent sau impreuna. Ateroscleroza asimptomatica debuteaza
precoce in copilarie, iar manifestarile ei clinice apar la varsta
adulta. Mai mult decat atat, obezitatea si dislipidemia evoluea-
za din copilarie la maturitate. Coactiunea acestor factori modifi-
cabili de risc cardiovascular asupra arteriosclerozei in copilarie
sunt bine documentate [6, 8].

Factorii de risc cardiovascular la tineri

the conventional cardiovascular risk factors in the cohort of
young Moldovans.

Material and methods. A cross-sectional study using the
questionnaire WHO STEPS involved 446 first year students
from the faculties of Medicine, Pharmacy and Dentistry of the
Nicolae Testemitanu State University of Medicine and Pharma-
cy (140 males, 306 females). All the participants underwent
anthropometric clinical examination and serum lipids evalua-
tion. The statistical data were analysed in R language environ-
ment, using ‘ggplot2’ and ‘epitool’ packages.

Results. Three hundred and thirty-five subjects with body
mass index values under 25 kg/m? (79.8%) and 91 persons
(20.2%) with higher values were identified. According to
population- and sex-specific cut-off for waist circumference,
138 (30.9%) subjects had central obesity (20 men and 118
women). High density lipoprotein cholesterol concentrations
in overweight/obese and centrally obese males were higher
than sex-specific cut-off (1.0 mmol/1), while in overweight/
obese and centrally obese females these were equal or lower
than sex-specific normal values (1.3 mmol/1).

Conclusions. Our data showed that overweight/obes-
ity and central obesity are common phenomena in young
Moldovans. The high density lipoprotein cholesterol level was
higher in non-obese subjects than in centrally obese subjects.
Waist circumference tended to be a better anthropometric pa-
rameter identifying subjects with abnormal lipid levels and
could potentially be used for the selection of young individuals
with elevated cardiovascular risk.

Key words: conventional cardiovascular risk factors, an-
thropometric parameters, serum lipids, cholesterol, young
population.

Introduction

Cardiovascular diseases (CVD) are the leading cause
of death and disability worldwide [1, 2]. In the Republic of
Moldova, CVD_are responsible for 56% of total mortality and
26% of premature deaths among working age population,
with a growth tendency of 34% during the last 10 years [3].

Although the conventional cardiovascular risk factors are
well studied in different age groups (childhood, adolescence
and adulthood), their profile in young people is not document-
ed enough [4-7]. Young people tend not to appeal to health
services, because they don't present any clinical symptoms.

Early identification of the cardiovascular risk factors has
a crucial clinical importance, as many of these are reversible
and thus, their effects can be diminished. Therefore, the delim-
itation of the risk group in early ages is important for planning
effective preventive interventions.

Dyslipidaemia and obesity are recognized as modifiable
cardiovascular risk factors, acting independently or together.
Although, the asymptomatic atherosclerosis starts in child-
hood, it becomes clinically manifested in adults. Moreover,
the obesity and dyslipidaemia have the tendency to track into
adulthood. Concerted actions of these modifiable factors in
childhood upon atherosclerosis in maturity are well-docu-
mented [6, 8].



Cardiovascular risk factors in young people

Unele studii efectuate la tineri au raportat ca indicele ma-
sei corporale (IMC) si circumferinta abdominala (CA) sunt
factori predictori ai riscului cardiovascular [9-11]. Studiul
populational, efectuat in randul tinerilor finlandezi, care au
fost urmariti din copilarie pana la maturitate, a demonstrat
corelatii semnificative dintre variabilele de risc cardiovascu-
lar - lipoproteine cu densitate joasa (LDLc), lipoproteine cu
densitate inalta (HDLc), nivelul trigliceridelor (TG) si IMC etc.
Fenomenul sugereaza identificarea factorilor de risc cardio-
vascular in adolescenta si necesitatea aplicarii strategiilor de
interventie preventiva in randul tinerilor [11].

Scopul studiului nostru a fost de a evalua spectrul facto-
rilor conventionali de risc cardiovascular in cohorta tinerilor
din Republica Moldova.

Material si metode

Studiul transversal a fost efectuat pe un esantion de 446
de studenti (140 de barbati si 306 femei) ai anului [ de la fa-
cultatile Medicind, Farmacie si Stomatologie a Universitatii de
Stat de Medicina si Farmacie (USMF) ,Nicolae Testemitanu”, cu
varste cuprinse intre 18-29 de ani. Acest studiu a fost realizat
in perioada septembrie - noiembrie 2011. Studiul a obtinut
aprobarea Comitetului de Etica a Cercetarii a USMF ,Nicolae
Testemitanu”(proces-verbal din 21.02.2011). Participantii la
studiu au semnat consimtamantul informat, anterior comple-
tarii chestionarului STEPS (OMS) [12]. Chestionarele au fost
depersonalizate si analizate.

Toti participantii au fost supusi examenului clinic si antro-
pometric In cadrul Clinicii Universitare de Asistenta Medicala
Primarad a USMF ,Nicolae Testemitanu”.

Indicii antropometrici selectati: talia, masa corporala, IMC,
CA. Talia si masa au fost masurate, utilizand cantarul electro-
nic (MC 660 Marsden, China), combinat cu antropometru. IMC
s-a calculat conform formulei: IMC (kg/m?) = masa corporala
(kg) / talie? (m?) (OMS) [13].

Circumferinta abdominala a fost masuratd, folosind o ban-
da antropometrica non-elastica, pozitionata in jurul abdome-
nului, la mijlocul distantei dintre marginea de jos a ultimei
vertebre palpabile si varful cristei iliace.

Sangele venos a fost recoltat dupa un post anterior de 12 ore,
serul fiind separat, alicotat si pastrat la temperatura de -70°C.
Perioada de pana la congelare nu a depasit 6 ore. Lipidele serice
au fost determinate 1n laboratorul de Biochimie al USMF , Nico-
lae Testemitanu”. Concentratiile serice de TG au fost apreciate,
utilizdnd metoda enzimatica-colorimetrica (Triglicerides Mono
SL NEW, ELITech Clinical Systems, Franta). Concentratiile coleste-
rolului total (Tc) au fost masurate prin metoda enzimatica (ELI-
Tech Clinical Systems, Franta). Estimarea concentratiilor HDLc a
fost efectuats, utilizand metoda de precipitare (HDL Colesterol SL,
ELITech Clinical Systems, Franta).

Concentratiile serice de LDLc au fost calculate, folosind
formula Friedwald (aplicata pentru valorile TG <4,5 mmol/1):
LDLc (mmol/1) = Tc - HDLc - (TG/2,2) [14]. Colesterolul
non-HDL a fost apreciat prin formula: non-HDLc = Tc - HDLc
(mmol/1) [15].

Participantii au fost grupati potrivit valorilor prag ale para-
metrilor antropometrici pentru interpretarea datelor obtinu-
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A number of studies performed in young people have re-
ported that the body mass index (BMI) and waist circumfer-
ence (WC) are predictors of cardiovascular risk [9-11]. The
population study of Finnish young people, followed-up since
their childhood into adulthood, established significant cor-
relations between cardiovascular risk variables (low density
lipoprotein cholesterol (LDLc), high density lipoprotein cho-
lesterol (HDLc), triglyceride levels (TG) and BMI etc.), suggest-
ing that identification of risk factors in adolescence signals the
need to apply preventive intervention strategies in young peo-
ple [11].

The aim of our study was to assess the spectrum of con-
ventional cardiovascular risk factors in the cohort of young
Moldovans.

Material and methods

Cross-sectional study involved 446 first-year students
from faculties of Medicine, Pharmacy and Dentistry of the
Nicolae Testemitanu State University of Medicine and Pharma-
cy, aged between 18-29 years, including 140 males and 306
females. This study has been carried out in September - No-
vember 2011. The study received Nicolae Testemitanu SUMPh
Research Ethics Committee approval (21.02.2011). All the
participants had the informed consent signed before filling
in the STEPS (WHO) questionnaire [12]. The questionnaires
were depersonalised and then analysed.

All the participants underwent the anthropometric and
clinical examination at the University Clinic of Primary Health
Care. Selected anthropometric indices were: height, weight,
BMI, WC. The height and weight were measured using the
electronic device MC 660 Marsden (China), with weighing scale
and height measuring board. BMI was calculated according to
the WHO formula: BMI (kg/m?) = weight (kg) / height? (m?)
WHO [13]. Waist circumference was measured by non-elastic
millimetre tape, positioned around the waist at the midpoint
between the lower margin of the last palpable rib and the top
of the iliac crest.

Venous blood samples were drawn after an overnight
fasting and serum was separated into aliquots and stored at
-70°C until analysis. The period before freezing did not exceed
6 hours. Serum lipids were evaluated in the Laboratory of
Biochemistry, Nicolae Testemitanu SUMPh. Serum TG concen-
trations were determined using the enzymatic-colorimetric
method (Triglycerides Mono SL NEW, ELITech Clinical Systems,
France). Total cholesterol (Tc) concentrations were measured
by the enzymatic cholesterol esterase-cholesterol oxidase
method (Cholesterol SL ELITech Clinical Systems, France). The
estimation of HDLc concentrations was performed using pre-
cipitation method (HDL Cholesterol ELITech Clinical Systems,
France).

Serum LDLc concentrations were estimated using Fried-
wald formula (applied for the TG values <4,5 mmol/1): LDLc
(mmol/1) = Tc - HDLc - (TG/2,2) [14]. Non-HDL cholesterol
was calculated as follows: nonHDLc = Tc - HDLc (mmol/1) [15].

The participants were grouped according to the anthropo-
metric parameters’ cut-off values for the interpretation of the
obtained data (Table 1). The subjects having WC parameter



Tabelul 1. Valorile prag folosite la interpretarea parametrilor antropometrici.

Factorii de risc cardiovascular la tineri

Valori prag Parametri antropometrici
cAd <94 cm
sub Grupul IMC,: IMC<25 kg/m? Grupul CA
CA Q <80 cm
peste Grupul IMC,: IMC225 kg/m? Grupul CA,: CA 6\ =94 cm
CA Q@ 280 cm
Table 1. Cut-offs used for the anthropometric parameters interpretation.
Cut-off Anthropometric parameter
below BMI, group: BMI<25 kg/m? WC, group: we 6\ <94 cm
WC @ <80 cm
above BMI, group: BMI225 kg/m? WC, group: we 6\ =94 cm
WC Q280 cm

te (Tabelul 1). Subiectii cu parametrii CA sub valorile prag au
fost considerati non-obezi, iar cei cu parametrii peste valorile
prag - cu obezitate centrald.

Valorile parametrilor lipidici peste valorile prag au fost in-
terpretate ca fiind anormale si asociate cu un risc cardiovascu-
lar sporit. Pentru HDLc, valorile sub valorile prag au fost inter-
pretate si asociate cu un risc cardiovascular inalt (Tabelul 2).

Pentru calcularea parametrilor statistici, a fost folosit me-
diul de programare R, utilizand aplicatiile ,ggplot2’ si ,epitool’
[16-18]. S-au calculat diferentele dintre valorile medii statistic
semnificative (p<0,05) si intervalul lor de incredere 95%.

Rezultate

Grupurile pentru analiza parametrilor lipidici au fost for-
mate, utilizand valorile prag ale IMC si CA.

in studiul nostru, au fost identificati 355 (79,8%) de su-
biecti cu valori IMC sub 25 kg/m?, care au format grupul IMC,
si91(20,2%) de persoane cu valori IMC peste 25 kg/m?, inclusi
in gruRul IMC,. Grupul IMC, a constituit 93 de barbati si 262 de
femei. In acest grup, au fost observate diferente statistic sem-
nificative intre sexe pentru toti parametrii antropometrici.
Valorile medii ale IMC au fost 21,90+0,21 kg/m? la barbati si
20,70+0,13 kg/m? lafemei (p=1x10*,C195%: 1,08-1,31); pen-

Tabelul 2. Valorile prag folosite la interpretarea parametrilor lipidici.

below the cut-off values were considered with non-central
obesity, while those with values over the cut-off - as having
central obesity.

Lipid parameters’ values above the cut-offs were interpreted
as abnormal and associated with elevated cardiovascular risk.
Only for the HDLc the values below than the cut-offs were inter-
preted as associated with high cardiovascular risk (Table 2).

The R language environment was used to calculate statis-
tical parameters using reshape2’ and ‘epitool’ packages [16-
18]. Statistically significant differences between mean values
(p<0.05) and their 95% confidence interval (CI) were calcu-
lated.

Results

BMI and WC cut-off values were used to form the groups
for analysis of lipid traits.

In our study, 355 subjects had values below 25 kg/m?
(79.8%), forming BMI, group and 91 persons (20.2%) had
values higher than 25 kg/m* - BMI, group. The BMI, group
comprised of 93 males and 262 females. Significant sex differ-
ences were observed for all the anthropometric parameters
in this group. BMI values were 21.90+0.21 kg/m? in males
and 20.70+0.13 kg/m? in females (p=1x10-%, CI95%: 1.08-

Valorile prag Tc LDLc HDLc nonHDLc TG
<1,0 mmol/1 (&)
sub <5,2 mmol/] <3,4 mmol/l <3,8 mmol/] <1,7 mmol/l
<1,3 mmol/1 ()
>1,0 mmol/1 (3)
peste 25,2 mmol/1 23,4 mmol/] 23,8 mmol/1 21,7 mmol/]
>1,3 mmol/1 ()
Table 2. Cut-offs used for the lipid parameters interpretation.
Cut-off Tc LDLc HDLc nonHDLc TG
<1.0 mmol/1 ()
below <5.2 mmol/l <3.4 mmol/l <3.8 mmol/1 <1.7 mmol/1
<1.3 mmol/1 ()
>1.0 mmol/1 (&)
above >5.2 mmol/l 23.4 mmol/l 23.8 mmol/1 21.7 mmol/1

>1.3 mmol/1 ()
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tru masa corporal3, valorile medii au fost de 68,90+0,76 kg si
respectiv, de 56,00+0,43 kg (p<1x10°%, CI95%: 12,69-13,12).
Circumferinta abdominala a fost de 79,10+0,57 cm, la barbati
side 76,90+0,45 cm, la femei (p=7,2x10, CI95%: 2,00-2,43).

Grupul IMC, a inclus 47 bdrbati si 44 femei, cu diferente
statistice semnificative intre sexe doar pentru parametrul
masei corporale: 87,50+1,50 kg la barbati si 77,80+2,37 kg
la femei (p=107%, CI95%: 9,16-10,18). Valorile IMC au fost
27,60+0,31 kg/m?la barbati si 28,90+0,68 kg/m?la femei, pe
cand circumferinta abdominala a fost 91,40+1,43 cm la bar-
bati si 93,10+1,83 cm, la femei, fara diferenta statistic semni-
ficativa.

in randul subiectilor cu valori IMC sub 25 kg/m? (grupul
IMC1), numai doi parametri lipidici au prezentat valori semni-
ficativ diferite Intre sexe. Concentratiile Tc au fost de 4,36+0,03
mmol/], 1a femei si de 4,21+0,03 mmol/l, la barbati (p=0,04,
CI195%: 0,09-0,25) si HDLc a fost 1,32+0,01 mmol/], la femei si
1,23+0,11 mmol/l, la barbatii (p=4,6x102, C195%: 0,05-0,13).
Concentratiile LDLc nu au prezentat diferente intre sexe, ates-
tand valorile: 2,38+0,03 mmol/], la femei si 2,39+0,03 mmol/],
la barbati, iar concentratiile non-HDL-colesterol au fost de
2,99+0,02 mmol/], la femei si de 3,08+0,02 mmol/l, la barbati.
Trigliceridele au atins valorile: 1,44+0,01 mmol/], la femei si
1,45+0,01 mmol/], la barbati.

Subiectii cu IMC225 kg/m? au prezentat diferente sem-
nificative intre sexe pentru parametrul non-HDL-colesterol:
2,85+0,02 mmol/], la femei si 3,19+0,01 mmol/l, la barbati
(p=5,8x103, CI95%: 0,24-0,45). Restul parametrilor lipidici
analizati nu au prezentat diferente semnificative intre sexe.
Concentratia Tc a fost de 4,35+0,03 mmol/l, la femei si de
4,26+0,03 mmol/], la barbati. in acelasi timp, concentratii
LDLc au fost de 2,52+0,03 mmol/], la femei si de 2,26+0,21
mmol/], la barbati. HDLc a fost de 1,26+0,01 mmol/I, la femei
si de 1,25+0,01 mmol/], la barbati. Concentratiile trigliceri-
delor au fost de 1,53+0,02 mmol/], la femei si de 1,46+0,01
mmol/l, 1a barbati.

Conform valorilor prag etnic- si sex- specifice pentru pa-
rametrul CA, 308 (69,1%) subiecti nu au prezentat obezitate
centrald (grupul CA)), iar 138 (30,9%) de subiecti au Intrunit
criteriile de obezitate centrald (grupul CA,).

Grupul CA, a cuprins 120 de barbati si 188 de femei. Toti
parametrii antropometrici au fost semnificativ diferiti in-
tre sexe. Ei s-au caracterizat prin valorile IMC de 22,90+0,24
kg/m?, la barbati si de 20,35+0,19 kg/m? la femei (p<1x10°¢,
CI195%: 2,42-2,67). Masa corporala a fost de 71,65+0,58 kg
si 54,39+0,54 kg, respectiv (p<1x10°¢, C195%: 17,04-17,48).
Circumferinta abdominala la barbati a fost de 80,45+0,58 cm,
in timp ce la femei a fost de 73,29+0,37 cm (p<1x10°°, C195%:
6,98-7,35).

Grupul CA, a fost constituit din 20 de barbati si 118 femei.
Diferente semnificative specifice genului au fost inregistrate
pentru toti parametrii antropometrici examinati. Masa corpo-
rald a fost de 96,10+1,87 kg, la barbati si de 66,70+1,20 kg, la
femei (p<1x10°%, CI95%: 28,83-29,98).Valorile IMC au fost de
29,20+0,44 kg/m? la barbati si de 24,30+0,31 kg/m? la femei
(p=1x107°, CI95%: 4,62-5,26). Barbatii au prezentat valori
medii pentru parametrul CA semnificativ mai mari, in compa-
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1.31); the weight was 68.90+0.76 kg and, correspondingly,
56.00+0.43 kg (p<1x10°, C195%: 12.69-13.12). Waist circum-
ference was 79.10+0.57 cm in males, while females were char-
acterized by 76.90+0.45 cm (p=7.2x1073, C195%: 2.00-2.43).

BMI, group was comprised of 47 males and 44 females,
only the weight parameter was significantly different between
sexes in this group: 87.50£1.50 kg in males and 77.80+2.37
kg in females (p=1x10~, C195%: 9.16-10.18). BMI values were
27.60£0.31 kg/m? in males and 28.90+0.68 kg/m? in females,
while waist circumference was 91.40+1.43 cm in male sub-
jects and 93.10£1.83 cm in female subjects, with no statistical
significance.

In subjects with BMI value below 25 kg/m? (BMI, group),
two lipid parameters were significantly different between sex-
es. Tc concentrations were 4.36+0.03 mmol/I in females and
4.21+£0.03 mmol/] in males (p=0.04, CI95%: 0.09-0.25) and
HDLc was 1.32+0.01 mmol/l in female samples, while males
were characterized by 1.23+0.11 mmol/1 (p=4.6x10, C195%:
0.05-0.13). LDLc concentrations did not show differences
between sexes with values 2.38+0.03 mmol/l in females and
2.39£0.03 mmol/l in males and nonHDLc concentrations were
2.99+0.02 mmol/l in females and 3.08+0.02 mmol/] in males.
Triglycerides values were 1.44+0.01 mmol/] in female partici-
pants and 1.45+0.01 mmol/l in males.

Subjects with BMI=25 kg/m? showed significant differenc-
es between sexes for nonHDLc: 2.85+0.02 mmol/] in females
and 3.19+0.01 mmol/l in males (p=5.8x1073, CI95%: 0.24-
0.45). The rest of the lipid parameters showed no significant
differences between sexes. Total cholesterol concentrations
were 4.3520.03 mmol/l in females and 4.26+0.03 mmol/]
in males. At the same time, low density lipoproteins concen-
trations were 2.52+0.03 mmol/l in females and 2.26+0.21
mmol/lin males. HDLc concentrations were 1.26+0.01 mmol/1
in females and 1.25+0.01 mmol/I in males. Triglycerides con-
centrations were 1.53+0.02 mmol/] in females and 1.46+0.01
mmol/l in males.

According to ethnic- and sex-specific WC cut-offs, 308
(69.1%) were centrally non-obese (WC, group) and 138
(30.9%) subjects were centrally obese (WC, group).

WC, group included 120 males and 188 females. All the an-
thropometric parameters were significantly different between
sexes. They were characterized by BMI values of 22.90+0.24
kg/m? in males and 20.35+0.19 kg/m? in females (p<1x10°,
CI95%: 2.42-2.67). Their weight was 71.65+0.58 kg and
54.39+0.54 kg, respectively (p<1x10°, CI95%: 17.04-17.48).
Waist circumference in males was 80.45+0.58 cm, while
73.29+0.37 cm in females (p<1x10¢, C195%: 6.98-7.35).

WC, group included 20 males and 118 females. Gender-
specific differences were significant for all the anthropometric
parameters studied. Weight was 96.10+1.87 kg in males and
66.70+1.20 kg in females (p<1x10, CI95%: 28.83-29.98). BMI
values were 29.20+0.44 kg/m? in males and 24.30+0.31 kg/m? in
females (p=1x10~, CI95%: 4.62-5.26). Males showed mean WC
significantly higher in comparison to females (100.00+1.13 cm
and 88.70+0.77 cm, respectively; p<1x10°,CI195%: 10.80-11.71).

The differences of HDLc concentrations between sexes were
significant in the WC, group: 1.31+0.02 mmol/l in females and
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Fig. 1 Numarul subiectilor identificati prin parametrii antropometrici cu profil lipidic anormal.

Fig. 1 The number of subjects identified by anthropometric parameters with abnormal lipid profile.

ratie cu femeile: 100,00+1,13 cm si 88,70+0,77 cm, respectiv
(p<1x10°, CI95%: 10,80-11,71).

Diferente semnificative intre sexe pentru HDLc au fost
observate In grupul CA: 1,31+0,02 mmol/l, pentru femei
si 1,23+0,03 mmol/], pentru barbati (p=0,01, CI95%: 0,04-
0,12). Concentratiile colesterolului total au fost de 4,35+0,30
mmol/l, la femei si de 4,22+0,03 mmol/], la barbati. Con-
centratiile LDLc au fost de 2,40+0,03 mmol/], la femei si de
2,37+0,02 mmol/], la barbati. Concentratiile serice ale non-
HDL-colesterolului au fost de 3,10+0,02 mmol/], la femei si
de 3,11+0,03 mmol/], 1a barbati. Media concentratiilor trigli-
ceridelor a fost de 1,43+0,01 mmol/I], la femei si de 1,46+0,01
mmol/l, 1a barbati.

Grupul CA, a fost caracterizat prin diferente semnificati-
ve dintre sexe doar pentru parametrul non-HDL-colesterol:
2,76+0,02 mmol/], la femei si 3,20+0,02 mmol/l, 1a barbati
(p<1x10°¢, CI95%: 0,33-0,56). Concentratiile colesterolului
total au fost de 4,38+0,03 mmol/], la femei si de 4,28+0,02
mmol/l, la barbati. Concentratiile estimate de LDLc au fost
de 2,40+0,03 mmol/], la femei si de 2,20+0,02 mmol/], la bar-
bati. Nivelul HDLc a fost de 1,30+0,01 mmol/] pentru femei si
1,27+0,01 mmol/l], la barbati. Continutul trigliceridelor a fost
de 1,49+0,01 mmol/], 1a femei si 1,42+0,01 mmol/], la barbati.

Trebuie de remarcat faptul ca valorile medii ale tuturor pa-
rametrilor lipidici, cu exceptia concentratiilor HDLc, in toate

1.23£0.03 mmol/] for males (p=0.01, C195%: 0.04-0.12). Total
cholesterol concentrations were 4.35+0.30 mmol/I in females
and 4.22+0.03 mmol/l in males. LDLc concentrations were
2.40+0.03 mmol/l in females and 2.37+0.02 mmol/] in males.
Serum concentrations of nonHDLc were of 3.10+0.02 mmol/l in
females and 3.11+0.03 mmol/l in males. Mean triglyceride con-
centrations were 1.43+0.01 mmol/l in females and 1.46+0.01
mmol/l in males.

WC, group was characterized by significant differences be-
tween sexes only for nonHDLc: 2.76£0.02 mmol/] in females
and 3.20+0.02 mmol/l in males (p<1x10, C195%: 0.33-0.56).
Concentration of total cholesterol were 4.38+0.03 mmol/l in
females and 4.28+0.02 mmol/l in males. Estimated LDLc con-
centrations were 2.40+0.03 mmol/] in females and 2.20+0.02
mmol/] in males. HDLc level was 1.30+0.01 mmol/1 for fe-
males and 1.27+0.01 mmol/l in males. Triglycerides content
was 1.49+£0.01 mmol/l in females and 1.42+0.01 mmol/l in
males.

It should be noted that the mean values of all lipid param-
eters, except HDLc concentrations, in all the groups of subjects
were lower than recommended cut-off values [14]. The HDLc
concentrations in males were higher than the cut-off values
in both BMI and WC groups. The HDLc concentrations in fe-
males were above the cut-off for underweighted/ normopon-
deral subjects and centrally non-obese ones. Besides, females



Cardiovascular risk factors in young people

grupurile de subiecti studiati, au fost sub valorile prag reco-
mandate [14]. Concentratiile de HDLc la barbati au fost peste
valorile prag atat in grupul IMC, cat si in grupul CA. Concentra-
tiile de HDLc la femei au fost peste valorile prag pentru subiec-
tii normoponderali/subponderali si cele fara obezitate centra-
1a. Totodatd, femeile din grupurile IMC, si CA, au prezentat
concentratii de HDLc egale sau sub valoarea prag acceptata.

in acelasi timp, raportul dintre parametrii antropometrici
si profilurile lipidice anormale a fost diferit (Figura 1). in gene-
ral, grupul CA, a cuprins mai multi subiecti decat grupul IMC,,
fapt ce denota ca CA ar putea identifica mai multe persoane
cu profil lipidic modificat. Asadar, identificarea persoanelor cu
mai mult de un parametru lipidic modificat, folosind unul din
parametrii antropometrici, poate avea importanta practica.

Prin urmare, analiza parametrilor studiati a aratat cd, con-
centratiile lipidelor normale s-au observat in 44% din cazurile
de obezitate/supraponderabilitate si in 40% din cazuri - la
persoanele cu obezitate centrala. Celelalte grupuri au cuprins
subiectii cu unul si/sau mai multi parametri lipidici anormali.
Concentratiile anormale ale lipidelor au fost depistate la 77%
din subiectii obezi si supraponderali si in peste 85% din ca-
zurile de obezitate centrala. Doi subiecti cu obezitate centrala
au avut trei parametri lipidici anormali, In timp ce aveau un
IMC normal. Cu toate cd testarea statistica a parametrului x2
a aratat lipsa asocierii dintre numarul de subiecti grupati si
CA (x*=2,79; p=0,59), estimarea sanselor pentru identificarea
subiectilor cu profil lipidic anormal, aplicand parametrul CA,
a fost de 1,26 (p=0,41; CI95%: 0,73-2,16), ceea ce semnifica
probabilitatea unui identificator mai bun.

Discutii

Rezultatele studiului nostru, folosind IMC in calitate de
indicator de risc CV, a constatat o prevalenta relativ mare de
subiecti supraponderali/obezi - 91(20,2%) de participanti.
Utilizadnd CA in calitate de indicator antropometric de risc CV,
138 (30,9%) de participanti au fost identificati drept subiecti
care sufera de obezitate centrala.

Ponderea studentilor supraponderali/obezi, In functie de
parametrul IMC in studii similare, efectuate in Slovacia, Iorda-
nia si Turcia, a variat de la 17,0% la 47,4% [19-21]. Proiectul
national, consacrat factorilor de risc pentru bolile netransmi-
sibile (STEPS), realizat in cadrul populatiei tinere (18-29 de
ani), a relevat o valoare medie a IMC de 24,4 kg/m? la bar-
bati si de 23,2 kg/m?, pentru femei [22]. In urma prezentului
studiu, s-au identificat urmatoarele valori medii ale IMC: 23,8
kg/m?, la barbati si 21,9 kg/m?, la femei. Prevalenta obezita-
tii de tip central la tinerii studenti italieni a fost mai mica de-
cat in studiul nostru, reprezentand 11% [23]. Alte studii au
demonstrat faptul, ca obezitatea evaluata cu indicatorul CA a
fost un factor predictor mai bun pentru BCV [24, 25]. Recent,
s-a demonstrat, ca utilizarea IMC drept indicator unic de risc
CV, poate duce la ,clasificari eronate” ale persoanelor cu masa
corporala ,normald”, implicand, ulterior, lipsa de actiuni con-
secvente [26]. Graves si colab. au obtinut dovezi consistente in
favoarea obezitatii evaluate prin indicatorul raportul circum-
ferinta abdomenului/talie (CA/T), drept un predictor mai bun
al riscului CV la adolescenti [27]. Evaluarea valorii predictive
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in groups BMI2 and WC2 had HDLc concentrations equal or
lower than accepted cut-off.

At the same time, the relationship between the anthropo-
metric parameters and abnormal lipid profiles was different
(Figure 1). Generally, WC, group included more subjects than
BMI, meaning WC could identify more persons with abnormal
lipid profile. Besides, the identification of persons with more
than one abnormal lipid trait using one of the anthropometric
parameters may have practical importance.

Thus, the analysis showed that normal lipid concentra-
tions were observed in 44% of overweight/obese cases and
40% of centrally obese individuals. The rest of the groups in-
cluded subjects with one and/or more abnormal lipid param-
eters. Abnormal lipid concentrations were detected in 77%
of overweight and obese subjects and over 85% of centrally
obese cases. Two centrally obese subjects had three abnormal
lipid parameters, while having normal BMI. Though statisti-
cal testing of the x? parameter showed lack of association be-
tween number of grouped subjects and WC (x?=2.79; p=0.59),
odds ratio for the identification of the subjects with abnormal
lipid profile applying WC parameter was 1.26 (p=0.41; CI95%:
0.73-2.16), meaning it could be a better identifier.

Discussions

The results of our study, using BMI as an indicator of CV
risk, revealed a relatively high prevalence of overweight/
obese subjects, as follows, 91 participants (20.2%). It was ob-
served that according to WC 138 participants (30.9%) were
classified as centrally obese subjects.

The percentage of overweight/obese students, according
to BMI parameter in similar studies, performed in Slovakia,
Jordan and Turkey varied from 17.0 % to 47.4% [19-21]. The
National STEPS survey conducted in young population (18-
29 years old), revealed mean BMI value 24.4 kg/m? in men
and 23.2 kg/m? for females [22]. The present study results
showed mean BMI value 23.8 kg/m? in men and 21.9 kg/m?
in women. The prevalence of central obesity assessed by WC
in Italian young students was lower than in the current study,
representing 11% [23]. Other studies showed WC was a better
predictor for CVD_[24, 25]. Recently, it was demonstrated that
using BMI as sole indicator of CV risk may lead to “misclas-
sification” of the “healthy” weight people with further lack of
taking care and actions [26]. Graves et al. had good evidences
that central obesity assessed by waist-to-height ratio (WHtR)
indicator was a better CV risk predictor in adolescents [27].
The assessment of predictive value of WHtR might be useful in
young Moldavian population.

Thus, our study showed that the prevalence of participants
with abnormal lipid profile in the group with BMI under the
cut-off values is higher than in the non-obese subjects. One of
the study’s findings was that there were no observations of
LDLc elevated values in the group of males with BMI>25 kg/
m? or “obese” and very few in females (one and, correspond-
ingly, three cases), whereas, three male participants with el-
evated LDLc values and normal anthropometric parameters
were identified. More females with low HDLc values were de-
termined in WC, group, than those identified in BMI, group



a CA/T ar putea fi utild pentru populatia tanara din Republica
Moldova.

Studiul nostru a demonstrat, ca prevalenta participantilor
cu profil lipidic modificat in grupul IMC, este mai mare decat
in grupul CA,. Una dintre constatari a fost lipsa observatiei re-
feritor la concentratiile ridicate ale LDLc-ului in randul barba-
tilor din grupul IMC, sau CA,. in acelasi timp, doar 4 femei au
prezentat concentratii LDLc, care au depasit valorile recoman-
date (una si respectiv, trei cazuri), in timp ce in grupurile IMC,
si CA, trei barbati au fost identificati cu valori crescute ale
LDLc. Mai multe femei cu valori ale HDLc scazute au fost de-
pistate in grupul CA,, decatin grupul BMI, (57 si 24, respectiv).

In studiul actual, parametrul CA a avut tendinta de a ma-
nifesta o putere discriminatorie mai robusta intre subiectii
cu profiluri lipidice normale si modificate. Studiul nu a putut
ajunge la o semnificatie statisticd, datorita numarului mic de
subiecti inclusi n analiz3, ceea ce reprezinta posibila limitare
a cercetdrii. Acest fenomen este valabil, in special, pentru gru-
pul de persoane cu minim 2 parametri lipidici modificati, care
a inclus un numir insuficient de participanti. in subgrupurile
de subiecti cu IMC si CA peste valorile prag, au fost identificate
mai multe femei cu obezitate dupa CA, decat dupa IMC, in timp
ce barbatii au fost grupati intr-un numar mai mare n functie
de IMC, decat dupa CA. Tendinta constatata a fost independen-
ta de nivelul lipidelor. Identificarea persoanelor cu parametrii
antropometrici cu valori peste limitele recomandate si valori
serice ale lipidelor normale poate fi explicata prin prezen-
ta anumitor factori de protectie [28]. Totodata, la femeile cu
concentratiile lipidelor serice anormale, obezitatea centrala,
exprimata prin circumferinta abdomenului, este mai evidenta
decat obezitatea. Valoarea medie a colesterolului total seric,
prezentata in studiul STEPS (Republica Moldova) in grupul de
varstd 18-29 de ani (612 persoane), a fost de 4,1 mmol/1 (4,0
mmol/], la barbati si 4,2 mmol/], la femei). De asemenea, acest
studiu a aratat ca nivelul mediu al concentratiei HDLc a fost de
1,3 mmol/] pentru populatia generald, 1,3 mmol/l, la barbati
si 1,4 mmol/l, la femei [22]. Aceste date sunt diferite de cele
prezentate in studiul actual: valoarea medie a colesterolului
total - 4,22 mmol/l, la barbati si 4,36 mmol/], l1a femei, in timp
ce valorile medii ale HDLc-ului au fost de 1,23 mmol/], la bar-
bati si 1,31 mmol/], la femei. Astfel, in ambele studii, valorile
medii ale acestor parametri au fost mai mici la barbati decat
la femei.

Studiul Bogalusa Heart demonstreaza, ca adipozitatea
atestata la tinerii adulti in varsta de 19-26 de ani, este un fac-
tor major, care contribuie la dezvoltarea pattern-ului profilu-
lui lipidic modificat, iar concentratiile serice ale colesterolului
total au fost mai mari la femei decat la barbati. Suplimentar,
a fost dovedit faptul c3, concentratiile serice ale LDLc-ului au
fost mai mari la barbati decat la femei, dar ale HDLc-ului au
fost mai mari la femei decat la barbati [30]. O cercetare epide-
miologica multicentrica, consacrata factorilor de risc corona-
rieni (studiul CARDIA), realizat in grupul de varsta 19-26 de
ani, a demonstrat ca nivelele medii ale LDLc au fost mai mari la
barbati, insa nu a existat nicio diferenta statistic semnificativa
intre sexe pentru concentratiile serice ale colesterolului total.
Concentratia medie a HDLc-ului a fost mai mica la barbati de-
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(57 and, correspondingly, 24 subjects).

In our study the WC parameter tended to better discrimi-
nate between subjects with normal and abnormal profiles.
The study couldn’t reach statistical significance, due to lower
number of subjects participated in the analysis, which is the
possible limitation of the study. It is especially true for the
group of persons with more than one abnormal lipid level,
who were very few. Besides, the following trend was observed
in the subgroups of subjects with BMI and WC over cut-off val-
ues: more females were identified by WC than BMI, whereas
more males were grouped by BMI than WC. The trend was in-
dependent of lipid levels. Although, there were identified per-
sons with over cut-off anthropometric values, they had nor-
mal lipid values, that might be explained by certain protective
factors [28]. The explanation is that in females with abnormal
lipid parameters central obesity expressed by waist circumfer-
ence is more evident than geneThe mean value of total blood
cholesterol shown in STEPS survey in Republic of Moldova in
18-29 years old age group was 4.1 mmol/l (612 persons): 4.0
mmol/l in males and 4.2 mmol/] in females. Also, this study
showed that mean HDL cholesterol level had been 1.3 mmol/]
in males and 1.4 mmol/] in females and estimated for the gen-
eral population - 1,3 mmol/I [22]. These data are different in
comparison to presented results: mean Tc value 4.22 mmol/]
in males and 4.36 mmol/I in females, while mean HDLc val-
ues were 1.23 mmol/l in males and 1.31 mmol/I in females.
Still, the confirmation that average values of these parameters
were lower in males than in females was obtained.

The results from the Bogalusa Heart Study showed that
adiposity in young adults of 19-26 years old is a major factor
contributing to adverse lipoprotein pattern. Serum total cho-
lesterol concentrations were higher in females than males. Be-
sides, it was elucidated that LDLc concentrations among males
were higher than in females, but HDLc was higher in females
than in males [30]. CARDIA study, a multicentre epidemiologic
investigation of coronary risk factors, in 19-26 years old age
group, demonstrated that the mean concentrations of LDLc
were higher in men, but there was no significant difference in
total cholesterol between sexes. The mean concentration of
HDLc was lower in males than females. The mean concentra-
tion of triglyceride was higher in males [31]. Finnish children
and young adults study demonstrated the prevalence of LDLc
values above 4.0 mmol/l was from 6 to 15% in females and be-
tween 4 and 12% in males, low HDLc was registered in 1.5%
of females and 4.6% of males [32].

Both, Bogalusa Heart Study and CARDIA proved that high
lipid value during young adulthood is associated with CVD
in later decades and serum lipid and lipoprotein levels con-
tinue to track from childhood into young adulthood [30, 31].
Therefore, preventive programs were indicated at an early
stage aimed to develop healthy lifestyles [33]. The partici-
pants characterized by outlier values will be investigated in
the following studies and their genetic profile associated with
cardiovascular risk is to be investigated. The opportunity to
identify subjects with Familial Hypercholesterolemia in young
people will be an important step forward to the management
of dyslipidaemia.
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cat femei. Concentratia medie a trigliceridelor a fost mai mare
la barbati [31]. O alta lucrare, realizata in populatia copiilor si
tinerilor adulti finlandezi a demonstrat, ca 6-15% dintre femei
si 4-12% dintre barbati, inregistreaza LDLc cu valori peste 4,0
mmol/], iar 1,5% dintre femei si 4, 6% dintre barbati, au inre-
gistrat HDLc cu valori sub 4,0 mmol/I [32].

Ambele studii (Bogalusa Heart si CARDIA) au descoperit ca,
concentratiile mari ale lipidelor serice la tineri se asociaza bo-
lilor cardiovasculare in decadele ulterioare, iar nivelul acesto-
ra evolueaza din copildrie la maturitate [30, 31]. Prin urmare,
programele de preventie sunt importante la etapele timpurii
de dezvoltare ale individului pentru formarea stilului de via-
t sanatos [33]. In studiile ulterioare, la participantii cu valori
extreme, va fi investigat profilul genetic asociat cu risc cardio-
vascular, care ar permite identificarea subiectilor cu hiperco-
lesterolemie familiala la o varsta precoce si va constitui un pas
important, 1n viitor, pentru managementul dislipidemiei.

Concluzii

Rezultatele studiului au demonstrat ca supraponderali-
tatea/obezitatea sunt fenomene frecvent intalnite in randul
tinerilor din Republica Moldova. La subiectii non-obezi, con-
centratiile de HDLc au fost mai mari decat la participantii
care sufera de obezitate centrald. CA a avut tendinta de a fi un
parametru antropometric discriminatoriu mai robust pentru
subiectii cu niveluri anormale de lipide si ar putea fi aplicat
pentru selectarea tinerilor cu risc cardiovascular sporit.

Abrevieri si notatii conventionale

OMS - Organizatia Mondialad a Sanatatii;

STEPS - abordarea supravegherii pe pasi (OMS);

BCV - boli cardiovasculare;

CV - cardiovascular;

IMC - indicele masei corporale;

CA - circumferinta abdominal3;

TG - trigliceride;

Tc - colesterol total;

HDLc -colesterolul lipoproteinelor cu densitate inalt3;

LDLc - colesterolul lipoproteinelor cu densitate joasa;

CA/T - raportul circumferinta abdomenului/talie;
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Conclusions

Our data showed that overweight /obesity and central obes-
ity are common phenomena in young Moldovans. The HDLc
levels were higher in non-obese subjects than in centrally obese
subjects. WC tended to be a better anthropometric parameter
identifying subjects with abnormal lipid levels and could po-
tentially be used for the selection of young individuals with el-
evated cardiovascular risk.
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Ce nu este, deocamdata, cunoscut la subiectul abordat

Nu a fost determinat spectrul de antibioticorezistenta/
sensibilitate a agentilor cauzali in infectiile septico-purulen-
te de profil ortopedie si traumatologie, in functie de specia
microorganismului, tipul antibioticului, tulpinile izolate in
monocultura si asocieri.

Ipoteza de cercetare

Gradul antibioticorezistentei microbiene difera in functie
de profilul stationarului medical, specia microorganismului
si tipul antibioticului utilizat, nivelul de asocieri al agentilor
cauzali In focarul patologic.

Noutatea adusa literaturii stiintifice din domeniu

A fost determinat gradul de sensibilitate/rezistenta al
agentilor cauzali la antibiotice, in infectiile septico-purulen-
te nosocomiale de profil ortopedie si traumatologie, in func-
tie de specia microorganismului, tipul/grupul antibioticului,
numadrul de tulpini izolate din focarul patologic, cat si de
achizitionarea si utilizarea rationala a preparatelor antibac-
teriene.

Rezumat

Intoducere. Utilizarea pe scara larga a preparatelor an-
timicrobiene 1n profilaxia si tratamentul infectiilor septico-
purulente nosocomiale (ISPN) a condus la aparitia tulpinilor
polirezistente la antibiotice. Infectiile produse de microor-

RESEARCH ARTICLE

Microbial antibiotic
resistance in nosocomial
septic-purulent infections

in orthopedics and
traumatolgy: epidemiological,
descriptive, transversal

study

Diana Spataru?, Viorel Prisacari*

1Chair of epidemiology, Nicolae Testemitanu State University of Medicine and
Pharmacy, Chisinau, Republic of Moldova.

Manuscript received on: 17.02.2017
Accepted for publication on: 20.03.2017

Corresponding author:

Viorel Prisacari, PhD, university professor

Chair of epidemiology

Nicolae Testemitanu State University of Medicine and Pharmacy

165, Stefan cel Mare si Sfant ave., Chisinau, Republic of Moldova, MD-2004
e-mail: viorel.prisacari@usmf.md

What is not known yet, about the topic

It was not determined the antibiotic resistance/suscep-
tibility spectrum of the causative agents in orthopedic and
traumatic septic purulent infections, depending on the spe-
cies of the microorganisms, antibiotics type, isolated strains
in monoculture and associations.

Research hypothesis

The microbial antibiotics resistance degree depends on
the medical station profile, the microorganism species and
the type of antibiotic used, the causative agent associations’
level in the pathologic focus.

Article’s added novelty on this scientific topic

It was determined the level of sensitivity/resistance of
the causative agents to antibiotics in orthopedic and trau-
matic nosocomial septic-purulent infections was, depen-
ding on the species of the microorganism, type/group of
antibiotic, number of isolated strains from pathological
focus, and the acquisition and rational use of antibacterial
preparations.

Abstract

Intoduction. The widespread use of antimicrobial drugs
in the prophylaxis and treatment of septic-purulent nosoco-
mial infections (SPNI) led to the appearance of poly resistant
strains to antibiotics. Infections caused by resistant micro-
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ganisme rezistente reprezinta o problema majora pentru sa-
ndtatea public3, determinand un nivel nalt de morbiditate si
mortalitate, esecuri terapeutice.

Material si metode. Cercetarea data reprezinta un studiu
epidemiologic descriptiv, transversal, care se bazeaza pe meto-
da de analiza retrospectiva a 2013 tulpini, izolate de la pacien-
tii cu ISPN in Spitalului Clinic de Traumatologie si Ortopedie,
examinate pe parcursul anilor 2009-2010 si 2013-2014. Stu-
dierea antibioticorezistentei/sensibilitatii microorganismelor
a fost realizata in laboratorul bacteriologic al Spitalului Clinic
de Traumatologie si Ortopedie prin metoda disc difuzimetrica.

Rezultate. Sensibilitatea/rezistenta agentilor cauzali in in-
fectiile septico-purulente de profil ortopedie si traumatologie
este variatd, iar valorile acestor parametri difera in functie de
grupul antibioticului, variind de la 29,0 pana la 97,0% de probe
sensibile si viceversa, de la 26,0 pana la 98% de probe rezisten-
te. O pondere mai inalta a antibioticorezistentei a fost inregis-
trata la microorganismele gramnegative (57,72%), precum si la
tulpinile izolate 1n asocieri de microorganisme (67,0%), mai cu
seama, fata de grupurile preparatelor antimicrobiene larg utili-
zate in practica medicald - cefalosporine (66,15%), peniciline
(63,95%) si sulfamide (70,77%).

Concluzii. Agentii cauzali In patologia septico-purulenta
de profil ortopedie si traumatologie, poarta un caracter poli-
etiologic si manifesta rezistenta inalta fata de antibiotice, iar
evitarea esecurilor terapeutice pot fi prevenite, doar ludnd in
calcul rezultatele antibioticogramei. Rezultatele studiului con-
firma necesitatea elaborarii si implementarii programului de
achizitionare si utilizare rationala a preparatelor antibacterie-
ne, supraveghere si control a antibioticorezistentei microbie-
ne, adecvat stationarului medical.

Cuvinte cheie: infectii septico-purulente, microorganis-
me, antibioticorezistenta.

Introducere

Rezistenta alarmanta a bacteriilor la antibiotice este cel
mai discutat subiect al actualelor reuniuni stiintifice [1-8]. In-
fectiile cauzate de bacterii rezistente la antibiotice devin tot
mai frecvente, iar mai multi agenti patogeni au devenit polire-
zistenti la chimiopreparatele pe larg utilizate in practica medi-
cald. Fenomen, care diminueaza capacitatea de lupta cu bolile
infectioase, inclusiv nosocomiale [9, 10].

Deseori, antibioticele sunt administrate nerational, fara
scontarea antibioticogramei agentilor cauzali [11-13]. Pe lan-
ga tratamentul ineficient, administrarea nerationala a antibi-
oticelor conduce la cresterea rezistentei microorganismelor
la tot mai multe molecule, inclusiv la cele cu spectru larg de
actiune, dictand necesitatea largirii permanente a arsenalului
de preparate antimicrobiene [13].

In Republica Moldova, nu existd un sistem practic de mo-
nitotizare a antibioticorezistentei microbiene. Totodat3, exista
studii, efectuate In acest context, care reflectd, in mare ma-
surg, situatia creata. De exempluy, un studiu recent (V. Prisa-
cari, I. Berdeu, 2015), efectuat pe baza unui spital poliprofil,
a constatat ca tulpinile izolate de la pacientii cu ISP au ma-
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organisms are a major public health problem, determining a
high level of morbidity and mortality treatment failures.

Material and methods. This research is an epidemiologi-
cal, descriptive, transversal study, based on retrospective ana-
lysis method of the 2013 strains, isolated from patients with
SPNI in Clinical Hospital of Orthopedy and Traumatology, exa-
mined in 2009-2010 and 2013-2014. Antibiotics resistance/
sensitivity of the microorganisms study has been achieved in
the bacteriological laboratory of the Clinical Hospital of Ortho-
pedy and Traumatology, using disk diffusion method.

Results. Sensitivity/resistance of the causative agents in
septic purulent orthopedic and traumatic infections is varied,
and the values of these parameters vary depending on the an-
tibiotic group, ranging from 29.0 up to 97.0% - sensitive sam-
ples, and vice versa, from 26.0 to 98% - resistant samles. A
higher share of antibiotics resistance was recorded in gram-
negative microorganisms (57.72%), as well as - in isolated
strains microorganisms associations (67.0%), especially the
groups of antimicrobial preparations. widely used in medical
practice - cephalosporin (66.15%), penicillin (63.95%) and
sulfamide (70.77%).

Conclusions. Causative agents in orthopedic and trauma-
tic septic-purulent pathology has a polyetiologic character and
exhibit high resistance to antibiotics and avoidance of treat-
ment failures can be prevented, only taking into account the
results of antibiotic resistance. The study results confirm the
necessity to develop and implement the program of acquisi-
tion and rational use of antibacterial drugs, supervision and
control of microbial antibiotics resistance, appropriate to the
medical station.

Key words: septic-purulent infections, microorganisms,
antibiotic resistance.

Introduction

The alarming resistance of bacteria to antibiotics is the
most of all discussed actual scientific meetings subject [1-8].
Infections caused by antibiotic-resistant bacteria are beco-
ming more frequent, and several pathogenic agents became
poly resistant to widely used chemo preparations in medi-
cal practice. The phenomenon that affects the ability to fight
against infectious diseases, including nosocomial [9, 10].

Often, antibiotics are administered unreasonably, without
discounting antibiotic resistance of the causative agents [11-
13]. In addition to the inefficient treatment, irrational adminis-
tration of antibiotics leads to increased microorganisms resis-
tance to more and more antibiotics, including broad-spectrum
antibiotics, dictating the necessity of constant expansion of
the arsenal of antimicrobial preparations [13].

In the Republic of Moldova there is no a practical monitor-
ing system of microbial antibiotics resistance. However, there
are studies carried out in this context that largely reflect the
situation. For example, a recent study (V. Prisacari, I. Berdeu,
2015) carried out on the basis of a poly profile hospital found
out that strains, isolated from patients with SPI, showed re-
sistance to antibiotics in 51.44%; more frequently to peni-



nifestat rezistenta fata de antibiotice in 51,44%; mai frecvent
fata de peniciline (65,40%), cefalosporine (79,40%), inclusiv,
cefalosporinele de prima generatie (74,76%), de generatia a
doua (93,30%), generatia a treia (73,80%) si de generatia a
patra (85,50%) [8, 18].

Stabilirea diagnosticului microbiologic si tratamentul anti-
bacterian adecvat, conform antibioticogramei, sunt actiuni ab-
solut necesare atat pentru un tratament eficient al ISPN, cat si
in studierea diferitor aspecte ale procesului epidemic [14-16].
Monitorizarea rezistentei antimicrobiene poate servi drept
baza, nu numai pentru o terapie rationald, dar si in achizitio-
narea selectiva a antibioticelor [17, 18].

Material si metode

Studiul a fost realizat In baza investigatiilor bacteriologice,
efectuate in laboratorul microbiologic al Spitalului Clinic de
Traumatologie si Ortopedie (SCTO). Pentru a determina mo-
dificarile evolutive 1n antibioticorezistenta microbiana, a fost
efectuatd analiza comparativa a antibiogramelor tulpinilor de
microorganisme, izolate de la pacientii cu ISPN in diferite pe-
rioade, prima - anii 2009-2010, care include studiul de baza,
si cea de-a doua perioada - anii 2013-2014.

Tulpinile de microorganisme cercetate au fost izolate de la
pacientii cu ISP, internati in cadrul urmatoarelor sectii profilizate
ale SCTO: Traumatisme multiple, Traumatisme si ortopedie pen-
tru copii si adulti, Chirurgie septica, Chirurgia mainii si microchi-
rurgie, Patologia coloanei vertebrale, Patologia articulatiilor mari
si endoprotezare, Reanimare, Leziuni termice.

In total, au fost analizate 3860 de tulpini de microorga-
nisme, izolate de la pacientii cu ISP, inclusiv, 2013 tulpini - in
prima perioada si 1857 de tulpini - in a doua perioada. An-
tibiograma tulpinilor izolate a fost determinatd prin metoda
disc-difuzimetrica (Kirby-Bauer).

Proiectul de cercetare si protocolul de studiu au fost apro-
bate de Comitetul de Etica a Cercetdrii al Universitatii de Stat
de Medicina si Farmacie ,Nicolae Testemitanu” (aviz favorabil
nr. 12 din 24.03.2014, presedinte CEC - Mihail Gavriliuc, dr.
hab. st. med., prof. univ.). Luand in consideratie faptul ca stu-
diul a fost efectuat In baza investigatiilor bacteriologice (regis-
tru de determinare a sensibilitdtii microorganismelor fata de
antibiotice, formularul F nr. 396-1/e, registrul investigatiilor
si evidentei rezultatelor privind stabilirea sensibilitatii micro-
organismelor la preparatele chimico-terapeutice, formularul F
nr. 254/e), acordul informat pentru efectuarea studiului a fost
obtinut de la administratia spitalului.

Pentru prelucrarea informatiei obtinute, a fost utilizata
metoda epidemiologica de analiza descriptiva, a fost calcula-
td ponderea si tendintele antibioticorezistentei microbiene, in
functie de specia si grupul microorganismulor, tipul si grupul
antibioticelor. Studiul dat se refera la studiile epidemiologice
transversale.

Rezultatele obtinute au fost introduse in baze de date elec-
tronice si prelucrate statistic cu ajutorul programelor compu-
terizate WHONET 5.6 si Microsoft Office Excel 2010.

Testele statistice folosite au fost: intervalul de incredere
(CI195%), criteriul t-Student.
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cillin (65.40%), cephalosporin (79.40%), including the first-
generation cephalosporin (74.76%), the second-generation
(93.30%), the third generation (73.80 %) and fourth genera-
tion (85.50%) [8, 18].

Establishment of microbiological diagnosis and appropri-
ate antibacterial treatment, according to antibiotic resistance
are absolutely necessary actions for an effective treatment
of SPNI and in the study of different aspects of the epidemic
process [14-16]. Monitoring the antimicrobial resistance may
serve as base not only for rational therapy, but also for selec-
tive acquisition of antibiotics [17, 18].

Material and methods

The study was performed on the basis of microbiological
investigations, performed in bacteriologic laboratory of the
Clinical Hospital of Orthopedics and Traumatology (CHOT). To
determine evolutionary changes in microbial antibiotics resis-
tance, was performed a comparative analysis of antibiotic re-
sistance of the microorganisms strains isolated in patients with
SPNI at different times, the first - 2009-2010, which includes
the basic study and the second period - 2013-2014.

Strains of the studied microorganisms were isolated in pa-
tients with SPI admitted in the following profiled sections of
CHOT: Multiple trauma, Trauma and orthopedics for children
and adults, Septic surgery, Hand surgery and microsurgery,
Spinal canal pathology, Pathology of large joints and endo-
prosthesis, Resuscitation, Thermal injuries.

Were analyzed a totality of 3860 microorganisms strains,
which were isolated in patients with SPI, including 2013
strains in the first period and 1857 strains in the second pe-
riod. Antibiotic resistance of the isolated strains was deter-
mined by disk diffusion metric method (Kirby-Bauer).

The research project and the study protocol were ap-
proved by the Research Ethics Committee of the State Univer-
sity of Medicine and Pharmacy Nicolae Testemitanu (favor-
able opinion of the Ethics Committee of Research no. 12 from
24.03.2014, president of CEC - Mihail Gavriliuc, PhD, universi-
ty professor). Taking into consideration the fact that the study
was carried out on the basis of bacteriological investigations
(the registry for determining the sensitivity of microorgan-
isms to antibiotics F no. 396-1/e, the registry of the results of
investigations and determining the sensitivity of microorgan-
isms to chemical and therapeutic preparations F no. 254/e),
was obtained an informed consent from hospital administra-
tion.

For the processing of obtained information, was used the
epidemiological descriptive analysis, was calculated the im-
portance and microbial antibiotics resistance, depending on
the microorganisms’ species and group, the antibiotics type
and group. This study relates to the transversal epidemiologi-
cal studies.

The obtained results were introduced into electronic data-
bases and statistically analyzed, using the computer programs
WHONET 5.6 and Microsoft Office Excel 2010.

The used statistical tests were the confidence interval (CI
95%), the t-Student
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Rezultate

In rezultatul unui studiul recent [19], s-a determinat ca pa-
tologia septico-purulenta in stationarele de profil ortopedie si
traumatologie poarta un caracter polietiologic, atat la general,
cat siin focarele de infectie, la pacienti. Predomina microorga-
nismele grampozitive (63,19%), In raport cu cele gramnegati-
ve (35,56%).

Studiul antibioticogramelor tulpinilor de microorgani-
sme, izolate de la pacientii cu infectii septico-purulente (ISP),
a stabilit prevalenta tulpinilor rezistente fata de antibiotice
(50,16%), in comparatie cu cele sensibile (49,84%).

Un grad mai nalt al antibiorezistentei a fost stabilit pentru
grupul microorganismelor gramnegative, in 57,72% din pro-
be, si fungi (C. albicans), care au manifestat rezistenta fata de
antibiotice In 93,33% din probe (Tabelul 1, Figura 1).

In grupul de microorganisme grampozitive, o rezistentd
sporita fatd de antibiotice manifesta S. epidermidis (51,18%),
E. faecalis (54,7%) si E. faecium (76,20%) din probe.

Speciile de microorganisme gramnegative au prezentat o
rezistenta sporita fatd de majoritatea antibioticelor si, invers,
o sensibilitate redusa. Tulpinile de C. diversus au manifestat
rezistenta fatd de antibiotice in 64,78% din probe, cele de K.
pneumoniae - in 64,54%, P. aeruginosa - 62,78%, E. aerogenes
- 56,76%, P mirabilis - 54,78%, P. vulgaris - 52,25%, E. coli -
46,98% (Tabelul 1).

Reiesind din faptul ca polirezistente la antibiotice sunt de-
finite microorganismele rezistente la 6 si mai multe antibioti-
ce (V. Prisacari, 2009), 60,15% din totalul de tulpini izolate de
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Results

As a result of a recent study [19], it was determined that
the septic-purulent pathology in Orthopedics and Trauma-
tology has a poly etiologic character, both generally and out-
breaks of infection in patients. The Gram-positive microor-
ganisms (63.19%) prevail, compared to the gram-negative
bacteria (35.56%).

A study with antibiotic resistance of microorganisms’
strains, isolated in patients with septic-purulent infection
(SPI), determined the prevalence of antibiotic-resistant strains
to 50.16% antibiotics compared to 49.84% sensitive ones.

A higher degree of antibiotics resistance was established
in Gram-negative microorganisms group, in 57.72% of the
samples, and fungi (C. albicans), which developed resistance
to antibiotics in 93.33% of the samples (Table 1, Figure 1).

In the group of Gram-positive microorganisms an increa-
sed resistance to antibiotics exhibit S. epidermidis (51.18%) E.
faecalis (54.7%) and E. faecium - 76.20% samples.

The species of gram-negative microorganisms have shown
increased resistance to most antibiotics, and vice versa, a re-
duced sensitivity. The strains of C. diversus have shown re-
sistance to antibiotics in 64.78% of the samples, those of K.
pneumoniae - in 64.54%, P. aeruginosa - 62.78%, E. aerogenes
- 56.76%, P. mirabilis - 54.78%, P. vulgaris - 52.25%, E. coli -
46.98% (Table 1).

Poly resistant antibiotics are defined as the microorgani-
sms resistant to 6 and more antibiotics (V. Prisacari, 2009),
60.15% of the total strains, isolated in patients with SPI of Or-

Tabelul 1. Antibioticosensibilitatea/rezistenta microorganismelor izolate de la pacientii cu infectii septico-purulente de profil ortopedie si

traumatologie.

Table 1. Antibiotics sensibility/resistance of the microorganisms isolated from patients with septic-purulent infections of orthopedic and

trauma profile.

nr. tulpini izolate /

Specia / species
P /s no. of isolated strains

no. of antibiotic tests

Inclusiv / inclusively

nr. testari la antibiotic /

Sensibile / sensible Rezistente / resistant

abs % abs % (95% CI)

S. aureus 789 11660 6820 58,50 4840 41,50 (40,61-40,62)
S. epidermidis 191 2775 1355 48,82 1420 51,18 (49,29-49,32)
S. saprophyticus 14 171 84 49,12 87 50,88 (43,13-43,71)
E. faecalis 257 3682 1668 45,30 2014 54,70 (53,07-53,10)
E. faecium 20 374 89 23,80 285 76,20 (71,55-71,83)
S. pyogenes 1 13 9 69,24 4 69,24 (9,09-13,85)

Total, grampozitive 1272 18586 10020 5391 8566 46,09 (45,36-45,37)
E. coli 88 1192 632 53,02 560 46,98 (44,11-44,19
E. aerogenes 174 2329 1007 43,24 1322 56,76 (54,72-54,76)
E. clocae 1 14 4 28,57 10 71,43 (41,89-49,20)
KI. pneumonie 31 423 150 35,46 273 64,54 (59,77-60,01)
Ps. aeruginosa 215 2823 1051 37,22 1772 62,78 (60,95-60,99)
P vulgaris 52 668 319 47,75 349 52,25 (48,38-48,52)
P. mirabilis 20 261 118 45,22 143 54,78 (48,53-48,91)
C. freundi 39 518 280 54,05 238 45,95 (41,59-41,78)
C. diversus 87 1221 430 35,22 791 64,78 (62,02-62,11)
Kl. oxytoca 7 94 52 55,32 42 44,68 (34,41-35,42)
Acinetobacter 2 28 4 14,28 24 85,72 (67,33-71,77)
Total, gramnegative 716 9571 4047 42,28 5524 57,72 (56,71-56,72)
C. albicans 25 75 5 6,67 70 93,33 (85,12-86,90)
Total 2013 28232 14072 49,84 14160 50,16 (49,57-49,58)




50.16

SSEO
1%

sensibile

42.2
8%

Antibioticorezistenta in infectiile nosocomiale

49.84
%

6.67

d

H rezistente

Fig. 1 Sensibilitatea/rezistenta tulpinilor decelate de la pacientii cu ISP 1n stationarele de profil ortopedie si traumatologie:
(a) generala; (b) microorganisme grampozitive; (c) microorganisme gramnegative; (d) fungi.

Fig. 1 Sensitivity /resistance of the strains detected in patients with SPI at Orthopedic and Traumatology hospitals:
(a) general; (b) Gram-positive microorganisms; (c) Gram-negative microorganisms; (d) fungi.

la pacientii cu ISP de profil ortopedie si traumatologie pot fi
considerate polirezistente si numai 39,8% - sensibile la anti-
biotice (Figura 2).

O polirezistenta mai semnificativa este caracteristica pen-
tru microorganismele gramnegative (67,73%) si mai joasa
- pentru grupul de microorganisme grampozitive (55,34%)
(Figura 2). Dintre microorganismele grampozitive, o polirezis-
tentd sporitad s-a constatat la tulpinile de E. faecium (80,0%),
E. fecalis (73,34%) si S. epidermidis (62,82%), pe cand dintre
cele gramnegative, o polirezistenta ridicatda manifesta, prac-
tic, toate tulpinile de microorganisme, in special, C. diversus
(75,86%), P. aeruginosa (74,88%), K. pneumoniae (74,19%) si
P. mirabilis (70,0%) (Figura 2).

S-a stabilit ca, 39,9% dintre tulpini au manifestat rezisten-
td la 1-5 antibiotice, prin urmare, ele pot fi clasate ca si habi-
tuale; 34,27% dintre ele s-au dovedit a fi rezistente la 6-10 an-
tibiotice - tulpini potential spitalicesti si 25,83% - rezistente
la 12-32 antibiotice (tulpini spitalicesti), Tabelul 2.

thopedics and Traumatology, that can be considered poly re-
sistant, and only 39.8% - susceptible to antibiotics (Figure 2).

A more significant poly resistance, is characteristic for the
gramnegative microorganisms - 67.73%, and the lower for
gram-positive microorganisms - 55.34% (Figure 2). From
the Gram-positive, an increased poly resistance was found in
strains of E. faecium (80.0%), E. fecalis (73.34%) and S. epider-
midis (62.82%), while the Gram-negative bacteria exhibit high
poly resistancy in all strains of microorganisms, in particular
C. diversus (75.86%), P. aeruginosa (74.88%), K. pneumoniae
(74.19%) and P. mirabilis (70.0%) (Figure 2).

It was determined that 39.9% of the strains showed resis-
tance to 1-5 antibiotics, so that they can be classed as habitual,
34.27% - were resistant to 6-10 antibiotics - potentially hos-
pital strains and 25 83% - resistant to 12-32 antibiotics - hos-
pital strains (Table 2).

Depending on the group of antibiotics, generally, it has
been found that the sensitivity / resistance to antibiotics is

Tabelul 2. Clasificarea tulpinilor de microorganisme izolate de la pacientii cu infectii septico-purulente.
Table 2. Microorganisms strains classification isolated from patients with SPI.

Tulpini sensibile la toate antibioticele /

Tulpini ce au manifestat rezistenta fata de /
Strains which manifested resistancy to:

Indicii / Index , i o 1-5 6-10 11-32 Total
Strains sensible to all antibiotics . . o

antibiotice / antibiotice / antibiotice /

antibiotics antibiotics antibiotics
abs 56 747 690 520 2013
% 2,80 37,10 34,27 25,83 100,0
Clasificarea tulpinilor / habituale / habituale / potential spitalicesti / spitalicesti /
Strains classification habitual habitual potentially hospital hospital

in functie de grupul de antibiotice, in general, s-a con-
statat ca sensibilitatea/rezistenta fatd de antibiotice este

varied and is from 29.0% to 97.0% - sensitive samples, and
vice versa, from 26.0% to 98.0% - resistant samples, with a
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Fig. 2 Polirezistenta fata de antibiotice la diferite specii de microorgnisme - principalii agenti cauzali in ISP de profil ortopedie si traumatologie.

Fig. 2 Polyresistance to antibiotics in different species of microorgnisms - the main causative agents in SPI are of orthopedic and trauma profile.
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Fig. 3 Sensibilitatea/rezistenta tulpinilor de microorganisme izolate fata de diverse grupe de antibiotice:
(1) peniciline; (2) cefalosporine I generatie; (3) cefalosporine II generatie; (4) cefalosporine III generatie; (5) cefalosporine IV generatie;
(6) total cefalosporine; (7) carbapeneme; (8) macrolide; (9) aminoglicozide; (10) glicopeptide; (11) chinolone; (12) fluorochinolone;
(13) tetracicline; (14) fenicoli; (15) sulfamide; (16) rifampicina.

Fig. 3 Sensitivity/resistance of microorganisms strains isolated from different groups of antibiotics:
(1) penicillin; (2) Ist generation cephalosporin; (3) cephalosporin of the lInd generation; (4) cephalosporin of the IlIrd generation;
(5) IVth generation cephalosporin; (6) total cephalosporin; (7) carbapenems; (8) macrolides; (9) aminoglycosides; (10) glycopeptides;
(11) quinolones; (12) fluor quinolones; (13) tetracyclines; (14) phenicols; (15) sulfonamides; (16) rifampicin.



variatd si constituie de la 29,0% pana la 97,0% - probe
sensibile si, invers, de la 26,0% pana la 98,0% - probe
rezistente, cu o medie de 50,11+20,17% - sensibilitate si
49,89+20,17% - rezistenta.

O pondere mai inalta a rezistentei microorganismele izola-
te au manifestat fata de sulfamide (70,77%), cefalosporine de
generatia a Ill-a (69,35%), cefalosporine de generatia a [V-a
(66,55%), cefalosporine de generatia a II-a (65,89%), cefalo-
sporine de generatia intai (57,25%), peniciline (63,95%), ma-
crolide (63,33%). Si invers, o rata mai inalta a sensibilitatii,
culturile izolate au prezentat fatd de carbapeneme (97,0%),
glicopeptide (74,12%), tetracicline (69,35%), aminoglicozide
(66,58%), chinolone (65,92%), fluorochinolone (52,44%), fe-
nicoli (51,76%) (Figura 3).

Microorganismele grampozitive au manifestat rezistenta
sporita fatd de sulfamide (71,05%), macrolide (63,20%), cefa-
losporine de generatia a Il-a, a IlI-a si a IV-a (53,97%, 60,32%
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sensitivity average of 50.11+20.17% - and 49.89+20.17% -
resistance.

A higher resistance, the isolated microorganisms manife-
sted to sulfonamides (70.77%), the third generation of cepha-
losporins (69.35%), the fourth generation of cephalosporin
(66.55%), cephalosporins of the second generation (65.89%),
the first generation of cephalosporins (57.25%), penicillin
(63.95%), macrolides (63.33%). Conversely, a higher rate of
sensitivity, the isolated cultures exhibited to the carbapenems
(97.0%), glycopeptides (74.12%), tetracyclines (69.35%),
aminoglycosides (66.58%), quinolones (65.92%), fluoroqui-
nolones (52.44%), phenicols (51.76%) (Figure 3).

Gram-positive microorganisms showed increased resis-
tance to sulfonamides (71.05%), macrolides (63.20%), and
cephalosporin of II, III and IV generation (53.97%, 60.32%
and 54.54%, respectively), penicillin (54.95%), and fluoroqui-
nolones (52.66%) (Figure 4A).

1 2 3 5 .
Erezistenta / resistance

4 5 6 7 8 9 10 11 12 13 14 15 16
E sensibilitatea / sensitivity

Fig. 4 Sensibilitatea/rezistenta tulpinilor izolate fatd de diferite grupe de antibiotice: (A) grampozitive; (B) gramnegative.
(1) peniciline; (2) cefalosporine [ generatie; (3) cefalosporine Il generatie; (4) cefalosporine Il generatie; (5) cefalosporine IV generatie; (6) to-
tal cefalosporine; (7) carbapeneme; (8) macrolide; (9) aminoglicozide; (10) glicopeptide; (11) chinolone; (12) fluorochinolone; (13) tetracicline;
(14) fenicoli; (15) sulfamide; (16) rifampicina.

Fig. 4 Sensitivity /resistance of the strains isolated from different groups of antibiotics (A) Gram-positive; (B) Gram-negative.
(1) penicillin; (2) Ist generation cephalosporin; (3) cephalosporin of the IInd generation; (4) cephalosporin of the IlIrd generation; (5) [Vth
generation cephalosporin; (6) total cephalosporin; (7) carbapenem; (8) macrolides; (9) aminoglycosides; (10) glycopeptides; (11) quinolones;
(12) flour quinolones; (13) tetracyclines; (14) phenicols; (15) sulfonamides; (16) rifampicin.



Antibiotic resistance in nosocomial infections

si 54,54%, respectiv), peniciline (54,95%), fluorochinolone
(52,66%) (Figura 4A).

Microorganismele gramnegative au manifestat un grad
de rezistenta 1nalt fata de cefalosporine de generatia I, a II-a
si a IlI-a (84,90%, 82,95% si 77,65%, respectiv), peniciline
(82,53%), macrolide (76,20%), tetracicline (66,67%) (Figura
4B).

Analiza antibioticosensibilitatii/polirezistentei microorga-
nismelor izolate de la pacientii cu ISP, in functie de numarul
de tulpini izolate din focarul patologic, a constatat ca specii-
le de microorganisme, izolate in monoculturi, au prezentat o
sensibilitate mai Tnalta fata de antibiotice (52,0%), In raport
cu tulpinile izolate 1n asocieri (33,0%), diferenta fiind con-
firmata statistic (t=5,52, p<0,001). Referitor la polirezistenta
tulpinilor izolate de la pacientii cu ISP, invers, a reflectat valori
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Gram-negative microorganisms have shown a high de-
gree of resistance to cephalosporin of I, I and III genera-
tion (84.90%, 82.95% and 77.65%, respectively), penicillin
(82.53%), macrolide (76.20%), tetracycline (66.67%) (Figure
4B).

Antibiotic sensitivity/poly resistance analysis of the micro-
organisms, isolated from patients with SPI, depending on the
number of strains isolated from pathologic focus, established
that species of microorganisms isolated in monocultures ex-
hibited a higher sensitivity to antibiotics (52.0%) compared
with the strains isolated in combinations (33.0%), the differ-
ence being statistically confirmed (t=5.52, p<0.001). What is
poly resistance of the isolated strains from patients with SPI,
conversely, reflected in higher values among the microorgan-

asocieri / associations

Osensibilitate / sensibility

Fig. 5 Antibioticosensibilitatea/polirezistenta generald a tulpinilor izolate din monoculturi si asocieri de microorganisme.

Fig. 5 Antibiotics general sensibility /polyresistance of isolated strains from monocultures and microorganisms association.
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Fig. 6 Distributia tulpinilor sensibile/rezistente,
izolate in asocierile cu 2 culturi.

Fig. 6 Distribution of susceptible/resistant strains,
isolated in association with 2 cultures.
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Fig. 7 Distributia tulpinilor sensibile/rezistente,
izolate in asocierile cu 3 culturi.

Fig. 7 Distribution of susceptible/resistant strains,
isolated in association with 3 cultures.



mai Tnalte in randul microorganismelor din asocieri (67,0%),
si valori mai scazute - la microorganismele izolate din focarele
patologice in monoculturi (48,0%), diferenta fiind confirmata
statistic (t=6,08, p<0,001) (Figura 5).

O alta particularitate studiatd, a fost sensibilitatea/rezistenta
tulpinilor ca parte componenta a asocierilor de microorganisme.
Astfel, din cele 390 de asocieri cu 2 culturi, la 16,92% din ele -
ambele tulpini din asociere au fost clasate ca fiind sensibile, in
34,10% de asocieri au fost identificate o tulpina sensibila si alta
rezistentd, si in 48,98% din cazuri, ambele microorganisme au
fost rezistente la antibioticele testate (Figura 6).

in cadrul asocierilor din 3 culturi (n=153),doar1n 11,76%
din cazuri au fost sensibile toate cele 3 specii de microorga-
nisme izolate in acel focar patologic. La 16,34% din asocieri,
au fost identificate 2 tulpini sensibile si una rezistenta. La
26,80% din asocieri, din totalul acestora, au fost stabilite o
tulpina sensibila si doua rezistente la antibiotice (Figura 7).
lar in 45,1% din asocieri, toate cele 3 tulpini au fost rezistente
la antibiotice. Deci, putem constata ca polirezistenta tulpinilor
din asocierile cu 3 culturi este foarte Tnalta.

O situatie similara a fost Inregistrata si in randul asocieri-
lor de microorganisme din 4 culturi (Figura 8). Astfel, doar una
dintre cele 11 asocieri cu 4 culturi, a fost identificata cu toate
4 culturi sensibile, ceea ce reprezinta 9,09% din totalul aces-
tora. La18,18% din asocierile de acest tip, au fost inregistrate
trei tulpini sensibile, iar una a fost rezistenta. La 27,27% din
asocieri - doua tulpini sensibile si doua rezistente; la 18,18%
din asocieri - o tulpina a fost sensibila, restul 3 rezistente. Si
27,27% din asocierile cu 4 tulpini - toate au fost rezistente.

Studiul a inclus si determinarea sensibilitatii/rezisten-
tei asocierilor de microorganisme per ansamblu, ca unitate
integrald, care a fost efectuat in baza probelor de testare la
antibiotice a tuturor tulpinilor din cadrul unei asocieri, prin
calcularea numarului de probe sensibile si rezistente din to-
talul acestora. Prin urmare, asocierile cu un numar de pana la
6 probe rezistente, celelate sensibile, au fost clasate in catego-
ria asocieri sensibile si viceversa, cele cu un numar de probe
rezistente mai mare si egal cu 6 - au fost catalogate ca fiind
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isms in combinations (67.0%), and lower values - microor-
ganisms isolated from pathological focus in monocultures
(48.0% ), the difference being statistically confirmed (t=6.08,
p<0.001) (Figure 5).

Another studied feature, was sensitivity/resistance of
strains as a component part of microorganisms associations.
Thus, among those 390 combinations with 2 cultures, 16.92%
of them - both association strains have been classified as sen-
sitive, 34.10% associations a sensitive and a resistant strain
were identified, and in 48 98% cases, the microorganisms
were resistant to the tested antibiotics (Figure 6).

Concerning the three cultures (n=153) only 11.76% of
these all the three species of microorganisms, isolated in that
pathologic focus, were sensitive. In 16.34% associations, were
identified two sensitive strains and one resistant strain. In
26.809% association of the total, a sensitive strain and two with
antibiotic resistance were set (Figure 7).

In 45.1% association - all the three strains were resistant
to antibiotics. So we find that poly resistance strains from the
associations with 3 cultures is very high.

A similar situation has been recorded among microorga-
nism associations from 4 cultures (Figure 8). Thus, only one,
of the 11 associations of 4 cultures, was identified with all four
sensitive cultures, which is 9.09% of the total. In 18.18% of the
associations of this type, there were three sensitive strains,
and one was resistant. In 27.27% associations one strain was
susceptible and two resistant strains; in 18.18% of the associ-
ations - a strain was sensitive, the remaining 3 were resistant.
And 27.27% associations with 4 strains - all were resistant.

The study include and the determining of the susceptibility/
resistance of microorganisms associations overall, as integral
unit, which was carried out on the basis of antibiotic test sam-
ples of all strains in a combination by calculating the number of
sensitive and resistant samples in total. Therefore, the associati-
ons with a number of up to 6 resistant samples, the sensible ones
were placed in the category of sensitive association, and vice
versa, those with a number of resistance greater and equal to 6
samples - were classified as being poly resistant associations to

30 27.27 27,27
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Fig. 8 Distributia tulpinilor sensibile/rezistente, izolate in asocierile cu 4 culturi.

Fig. 8 Distribution of susceptible/resistant, strains isolated in association with 4 cultures.
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Fig. 9 Spectrul de sensibilitate/polirezistenta al asocierilor de microorganisme.

Fig. 9 Spectrum of sensitivity /poly resistance of microorganisms associations.

Tabelul 3. Sensibilitatea/rezistenta microorganismelor fata de diverse clase de antibiotice, pe perioade.
Table 3. Sensitivity /resistance of microorganisms to antibiotics of different classes, per periods.

o I perioada (2009-2010) I perioada (2013-2014)
Clase de antibiotice Ist period (2009-2010) IInd period (2013-2014) ¢ b
Antibiotics groups
S, % R, % (95CI) S, % R, % (95CI)

Peniciline 36,05 63,95 (62,26-65,61) 34,8 65,2 (62,78-67,54) 0,54 >0,05
Penicilline
B-lactamaze + inhibitor - - 50,72 49,28 (46,62-51,94) 25,81 <0,001
B-lactamase + inhibitor
Cefalosporine gen. I 42,75 57,25 (54,89-59,59) 43,42 56,58 (54,70-58,43) 0,33 0,05
Cephalosporines Ist gen.
Cefalosporine gen. I1 34,11 65,89 (63,07-68,62) 37,31 62,69 (60,55-64,80) 1,46 >0,05
Cephalosporines IInd gen.
Cefalosporine gen. III 30,65 69,35 (68,02-70,64) 29,57 70,43 (69,08-71,75) 0,73 >0,05
Cephalosporines IlIrd gen.
Cefalosporine gen. IV
Cophalosporines IVEh gen. 33,45 66,55 (62,50-70,42) 29,7 70,3 (66,38-73,84) 1,13 >0,05
Cefalosporine 33,85 66,15 (65,11-67,15) 35,0 65,0 (64,05-65,93) 1,32 0,05
Cephalosporines
Monobactame 1,85 98,15 (90,10-99,95) 9,45 90,55 (84,07-95,02) 0,84 >0,05
Monobactams
Carbapeneme 97 3 (1,86-4,54) 79,19 20,63 (17,28-24,30) 3,25 <0,001
Carbapenems
Aminoglicozide 66,59 33,41 (31,98-34,86) 63,24 36,76 (35,39-38,13) 1,96 <0,05
Aminoglycosides
Ansamicine 50,61 49,39 (46,07-52,70) 61,95 38,05 (34,12-40,33) 3,24 <0,001
Ansamicines
Chinolone 65,65 34,35 (32,88-35,84) 66,87 33,13 (31,65-34,64) 0,66 0,05
Quinolones
Inhibitori de folati
P - - 73,92 26,08 (22,47-29,93) 7,15 <0,001
Lincosamide 35,65 64,35 (61,66-66,96) 51,53 48,47(45,24-51,70) 5,54 <0,001
Lincosamides
Macrolide 38,26 61,74 (58,33-65,07) 23,7 76,3 (75,17-81,14) 5,26 <0,001
Macrolides
Glicopeptide 7413 2587 (23,18-28,70) 99,12 0,88 (0,42-1,60) 6,04 <0,001
Glycopeptides
Fenicoli

. 51,76 48,24 (44,84-51,65) 54,25 45,75 (42,15-49,73) 0,66 0,05
Phenicols
Tetracicline 69,35 30,65 (28,42-32,94) 69,0 31,0 (29,02-33,02) 0,12 0,05
Tetracyclines
Sulfamide
Sulfamides 29,23 70,77 (66,65-74,64) - - 29,84 <0,001
Total / total 50,11 49,89 (49,29-50,47) 52,40 47,60 (47,03-48,17) 3,81 <0,001



asocieri polirezistente la antibiotice. In contextul celor expuse
anterior, am determinat ca in randul asocierilor cu 2 culturi,
doar 56 din ele au fost sensibile, ceea ce prezintd 14,40% din
totalul asocierilor din 2 tulpini, iar 85,60% din asocieri au fost
polirezistente fata de antibioticele testate (Figura 9).

Asocierile din 3 si mai multe tulpini (n=165), au manifestat
un specru de polirezistenta si mai inalt. Doar 6,10% din aso-
cierile cu 3 culturi au fost estimate ca sensibile, iar 93,90%, -
ca polirezistente fata de antibioticele testate (Figura 9).

Aceste rezultate confirm3, odata in plus, masivitatea feno-
menului de polirezistent3, iar antibioticograma fiind indispen-
sabila, mai cu seam3, in cazul pacientilor afectati de ISPN cu
asocieri de microorganisme.

In rezultatul analizei comparative a antibiogramelor tul-
pinilor de microorganisme izolate de la pacientii cu ISPN in
diferite perioade, anii 2009-2010 si, respectiv, 2013-2014, au
fost remarcate unele modificari ale antibioticorezistentei mi-
crobiene (Tabelul 3).

Cea de-a doua perioada cuprinde investigatiile antibiotico-
gramelor a 1857 de tulpini de microorganisme, cu un numar
total de probe de testare la antibiotice de 29.466, dintre care,
in 15.439 de probe, ce constituie 52,40%, tulpinile izolate au
prezentat sensibilitate, iar in 14.027 de probe, ce constituie
47,60% - rezistentd fata de antibiotice. Astfel, In comparatie
cu perioada precedenta, gradul de sensibilitate a agentilor
cauzali ai ISP s-a majorat de la 50,11% la 52,40%, adica cu
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antibiotics. In the context of the above mentioned facts, we de-
termined that among associations with two cultures, only 56 of
them were sensitive, which represents 14.40% of the associati-
ons of two strains, and 85.60% of associations - were poly resis-
tant to the tested antibiotics (Figure 9).

The associations of 3 or more strains (n=165), manifested
a higher spectrum of poly resistance. Only 6.10% of the asso-
ciations with the three cultures, were estimated as sensitive,
and 93.90% - as poly resistant compared to the tested antibi-
otics (Figure 9).

These results confirm, once again, the massive poly resis-
tant phenomenon and antibiotics resistance is indispensable,
especially in patients affected by SPNI with microorganisms
associations.

As a result of comparative analysis of antibiogram of micro-
organisms’ strains, isolated from patients with SPNI at different
times, in 2009-2010, respectively, 2013-2014, were observed
some microbial antibiotics resistance changes (Table 3).

The second period comprises antibioticogram investiga-
tions of 1857 microorganism strains, with a total number of
test antibiotic samples of 29466, from which in 15439 sam-
ples, which is 52.40%, the isolated strains showed sensitivity,
and in 14027 samples, which is 47.60% - resistance to antibi-
otics. Thus, compared with the previous period, the sensitivity
degree of the causative agent of SPI, increased from 50.11%
to 52.40%, per 2.29%. Accordingly, the overall resistance of

Tabelul 4. Sensibilitatea/rezistenta generala a tulpinilor de microorganisme, izolate in Spitalul Clinic de Traumatologie si Ortopedie,

pe perioade de studiu.

Table 4. General sensitivity/resistance of strains of microorganisms, isolated in Clinical Hospital of Traumathology and Orthopedy during

study periods.

I perioada (2009-2010)

Microorganisme (specia) I" period (2009-2010)

Il perioada (2013-2014)
11" period (2013-2014)

Microorganisms (species) S % R, % (95CI) $.% R, % (95CI) t P
S.aureus 58,50 41,50 (40,61-42,41) 63,12 36,88 (35,95-37,79) 5,52 <0,001
S. epidermidis 48,82 51,18 (49,29-53,04) 57,15 42,85 (41,28-44,42) 4,85 <0,001
S. saprophyticus 49,12 50,88 (43,13-58,58) 100,0 0,0 (0-15,43) 9,32 <0,001
E. faecalis 45,30 54,70 (53,07-56,31) 45,15 54,85 (53,46-56,23) 0,09 >0,05
E. faecium 23,80 76,20 (71,55-80,43) 57,14 42,86 (35,09-50,88) 4,86 <0,001
S. pyogenes 69,24 30,76 (38,57-61,42) 33,87 53,23 (40,11-66,01) 0,1 >0,05
E. coli 53,02 46,98 (44,11-49,85) 54,35 45,65 (42,00-49,33) 0,41 >0,05
E. aerogenes 43,24 56,76 (54,72-58,78) 32,89 67,11 (65,32-68,86) 4,69 <0,001
K. pneumoniae 35,46 64,54 (59,77-69,10) 36,79 63,21 (55,98-70,02) 0,2 >0,05
P. aeruginosa 37,22 62,78 (60,95-64,55) 36,90 63,10 (61,25-64,92) 0,14 >0,05
P. vulgaris 47,75 52,25 (48,38-56,09) 52,24 47,76 (43,16-52,39) 1,05 >0,05
P. mirabilis 45,22 54,78 (48,53-60,93) 32,58 67,42 (64,13-70,58) 2,34 <0,05
C. freundii 54,05 45,95 (41,59-50,34) 54,36 45,64 (39,88-51,48) 0,05 >0,05
C. diversus 35,22 64,78 (62,02-67,46) 42,27 57,73 (54,95-60,45) 2,24 <0,05
K. oxytoca 55,32 44,68 (34,41-55,29) 32,32 67,68 (57,53-76,73) 2,13 <0,05
C. albicans 6,67 93,33 (85,12-97,80) 13,80 86,20 (68,33-96,11) 0,93 >0,05
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2,29%. Respectiv, a diminuat rezistenta generald a microorga-
nismelor: de la 49,89% la 47,60%, diferenta fiind semnificati-
va statistic (t=3,81, p<0,001).

Un element important constituit determinarea evolutiei
gradului de sensibilitate fata de antibiotice, in functie de spe-
cia microorganismelor (Tabelul 4).

Prin urmare, in grupul microorganismelor grampozitive,
s-a constatat o crestere a gradului de sensibilitate la majotita-
tea tulpinilor din acest grup, inclusiv: S. aureus - de 1a 58,50%,
in prima perioada, pana la 63,12%, in cea de-a doua perioad3,
ceea ce constituie cu 4,62% mai mult, aceasta diferenta fiind
confirmata statistic (t=5,52, p<0,001); tulpinile de S. epidermi-
dis - de la 48,82% pana la 57,12%, ceea ce reprezinta cu 8,3%
mai mult In cea de-a doua perioadd, cu confirmarea statistica
a diferentei (t=4,85, p<0,001); S. saprophyticus - de la 49,12%
panala 100,0% (t=9,32%, p<0,001), E. faecium - de la 23,80%
pana la 57,14% (t=4,86, p<0,001); S. pyogenes - de la 30,76%
panala 33,87% (t=0,1, p>0,05). Doar tulpinile de E. faecalis au
avut, aproximativ, acelasi nivel de sensibilitate, de 45,30% si
45,15%, respectiv, iar veridicitatea diferentei nu a fost confir-
mata statistic (t=0,09, p>0,05).

fns3, in grupul microorganismelor gramnegative, s-a
constatat o crestere a gradului de sensibilitate la speciile de E.
coli,de1a 53,02% panala 54,35% (t=0,41, p>0,05); K. pneumo-
niae - de la 35,46% pana la 36,79 (t=0,2, p>0,05); P. vulgaris
- de la 47,75% pana la 52,24% (t=1,05, p>0,05); C. diversus
- de la 35,22% pana la 42,27% (t=2,24, p<0,05). Si invers, in
randul tulpinilor gramnegative, o sensibilitate mai mica, com-
parativ cu prima perioadd, au manifestat E. aerogenes, sensibi-
litatea carora fata de antibiotice a scazut de la 43,24% pana la
32,89% (t=4,69, p<0,001); P. aeruginosa - de la 37,22% pana
la 36,90% (t=0,14, p>0,05); P. mirabilis - de la 45,22% pana
la 32,58% (t=2,34, p<0,05); K. oxytoca - de la 55,32% pana la
32,32% (t=2,13, p<0,05).

Discutii

Studiul realizat descrie situatia reala referitoare la antibi-
oticorezistenta microbiana si confirma odata in plus impor-
tanta cunoasterii acestei informatii. Mai multe studii recente,
efectuate atat in tard, cat si dupa hotare, au scos in evidenta
nivelul Tnalt al rezistentei agentilor cauzali ai infectiilor septi-
co-purulente fata de antibiotice [8, 10, 18], faptul dat fiind un
flagel al medicinei contemporane.

In ultimii ani, agentii bacterieni, in special gramnegativi,
polirezistenti la antibiotice, au devenit o amenintare serioasa
la adresa sanatatii publice, la nivel mondial [20]. Rezultatele
obtinute in studiul prezentat confirma acest fenomen. Astfel,
ponderea microorganismelor gramnegative rezistente con-
stituie 57,72%, iar polirezistenta acestora avand valori si mai
inalte (67,73%). S-au constatat valori inalte ale antibioticore-
zistentei microbiene fatd de peniciline si cefalosporine - grupe
de antibiotice pe larg utilizate in practica medicala.

Actualmente, practic nu exista date privind proprietatile
biologice si rezistenta la antibiotice in ce consta asocierile de
culturi, agenti cauzali ai ISPN, caracteristicile lor calitative si
cantitative, relatiile intermicrobiene. Nu au fost studiate par-
ticularitatile agentilor cauzali in procesul infectios polietiolo-
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microorganisms decreased from 49.89% to 47.60%, the dif-
ference being statistically confirmed (t=3.81, p<0.001).

An important element was the determination of the degree
of sensitivity to antibiotics, depending on the species of micro-
organisms (Table 4).

Therefore, in the Gram-positive group, was observed an in-
crease in the level of sensitivity to majority strains from this
group, including S. aureus from 58.50% in the first period, up
to 63.12% in the second period, which is more than 4.62%,
this difference being statistically confirmed (t=5.52, p<0.001);
S. epidermidis strains from 48.82% to 57.12%, which is 8.3%
more in the second period, with statistics confirmation of the
difference (t=4.85, p<0.001); S. saprophyticus from 49.12%
to 100.0% (t=9.32%, p<0.001), E. faecium from 23.80% to
57.14% (t=4.86,p<0.001); S. pyogenes from 30.76% to 33.87%
(t=0.1, p>0.05). Only strains of E. faecalis had approximately
the same level of sensitivity, 45.30 and 45.15%, but its diffe-
rence was not confirmed statistical (t=0.09, p>0.05).

But in the group of Gram-negative microorganisms, there
was an increase in the level of sensitivity of E. coli species from
53.02% to 54.35% (t=0.41, p>0.05), K. pneumoniae of from
35.46% to 36.79 (t=0.2, p>0.05); P, vulgaris from 47.75% to
52.24% (t=1.05, p>0.05); C. diversus from 35.22% to 42.27%
(t=2.24, p<0.05). Conversely, among Gram-negative strains
lower sensitivity compared to the first time, they showed that
E. aerogenes sensitivity to antibiotics decreased from 43.24%
to 32.89% (t=4.69, p<0.001) P. aeruginosa from 37.22% to
36.90% (t=0.14, p>0.05); P. mirabilis from 45.22% to 32.58%
(t=2.34, p<0.05), K. oxytoca from 55.32% to 32.32% (t=2.13,
p<0.05).

Discussions

The realised study, describes the real situation regarding
microbial antibiotics resistance and confirms, once again, the
importance of its knowledge. More recent studies, conducted
both in the country and abroad, highlighted the high level of
resistance of causal agents of septic-purulent infections to an-
tibiotics [8, 10, 18], which is a scourge for the modern medi-
cine.

Recent years, the bacterial pathogens, especially Gram-ne-
gative poly resistant antibiotics have become a serious thre-
at to public health worldwide [20]. The obtained results in
the present study confirm this phenomenon. Thus, resistant
Gram-negative microorganisms constitute 57.72% and their
poly resistance having higher values (67.73%). They have
found high values of microbial antibiotics resistance to peni-
cillin and cephalosporin - groups of antibiotics widely used in
medical practice.

At present, practically there is no data on the biological
properties and resistance to antibiotics on cultures associati-
ons of SPNI causative agents, their quantitative and qualitative
characteristics, the intermicrobial relations. The peculiarities
of causative agents in infectious poly etiologic process were
not studied. The obtained data show that the proportion of
poly resistant microorganisms’ strains is much higher among
the combinations compared to that in monocultures. Therefo-
re, the treatment of patients, with culture combinations, beco-



gic. Datele obtinute demonstreaza ca proportia tulpinilor de
microorganisme polirezistente este mult mai inalta printre
cele din asocieri, comparativ cu cea In monoculturi. Asadar,
tratamentul bolnavilor cu asocieri de culturi devine imposibil
in lipsa antibioticogramei.

Organizarea monitoringului microbiologic asupra agenti-
lor cauzali ai ISPN este o parte componentd indinspensabila
a supravegherii infectiilor nosocomiale [3-5, 15, 18, 21], care,
fiind implementatd, va contribui la imbunatatirea situatiei
epidemiologice in acest domeniu.

Concluzii

1) Agentii cauzali In ISPN de profil ortopedie si traumato-
logie manifesta un grad inalt de rezistenta fata de antibiotice
(50,16%). Un grad mai inalt al rezistentei se observa la grupul
de microorganisme gramnegative (57,72%) si fungi (93,33%).
Cote nalte ale antibioticorezistentei au fost constatate la tul-
pinile E. faecium (76,20%), Acinetobacter (85,72%), K. pneu-
monia (64,54%), P. aeruginosa (62,78%), C. diversus (64,78%).

2) O rezistentd mai fnalta tulpinile izolate au manifestat
fata de sulfamide (70,77%), cefalosporine (66,15%), penicili-
ne (63,95%) si macrolide (63,33%). Si invers, o sensibilitate
sporita fata de carbapeneme (97,0%), glicopeptide (74,12%),
tetracicline (69,35%), aminoglicozide (66,58%), chinolone
(65,92%) si fluorochinolone (52,44%).

3) Un nivel mai inalt al antibioticorezistentei s-a constatat
la culturile de microorganisme izolate in asocieri (67,0%), in
comparatie cu cele izolate In monoculturi (48,0%), diferenta
fiind confirmata statistic (t=6,08, p<0,001).

4) In dinamicd multianuald, s-a constatat o usoara dimi-
nuare a antibioticorezistentei microbiene, de la 49,89% la
47,60%, diferenta fiind confirmata statistic (t=3,81, p<0,001).
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part in nosocomial infections [3-5, 15, 18, 21], which being
implemented, will improve the epidemiological situation in
this area.

Conclusions
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Ce nu este cunoscut, deocamdata, la subiectul abordat

Nu a fost, deocamdatd, investigat impactul real al inter-
ventiilor chirurgicale asupra calitatii vietii pacientului cirotic
operat.

Ipoteza de cercetare

Calitatea vietii pacientilor hepatici chirurgical asistati ar
putea fi diferitd, in functie de tipul de interventie practicata.

Noutatea adusa literaturii stiintifice din domeniu

In cadrul acestui studiu, s-au evidentiat modificirile re-
levante ale calitatii vietii pacientului cu ciroza hepatica si, in
premierad, s-au analizat corelatiile dintre calitatea vietii si sta-
diul de hepato depresie sau tipul gestului chirurgical aplicat
si rata complicatiilor postoperatorii.

Rezumat

Introducere. Ciroza hepatica reprezinta o importanta
problema de sanatate publica, o cauza semnificativa de mor-
biditate si mortalitate in Republica Moldova. Efectele bolii he-
patice cronice si complicatiilor ei evolutive, grav influenteaza
calitatea vietii. Odata cu progresele medicinei care au determi-
nat imbunatatirea asistentei medicale si a rezultatului terape-
utic, cresterea calitatii vietii a devenit un deziderat major, cu
contributie importanti in elaborarea deciziei terapeutice. In
studiul intreprins, utilizand chestionarul SF-36 si SF-LDQOL,
a fost analizat nivelul calitatii vietii pacientului cirotic operat.
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What is not known yet, about the topic

The actual impact of surgical interventions on the quality
of life of the operative patient has not yet been investigated.

Research hypothesis

The quality of life of surgically assisted hepatic patients
may be different, depending on the type of practiced inter-
vention.

Article’s added novelty on this scientific topic

In this study, have been highlighted the relevant changes
in the quality of life of the patient with liver cirrhosis and for
the first time have been analyzed the correlations between
the quality of life and the stage of liver depression or the type
of surgical gesture applied and the rate of postoperative com-
plications.

Abstract

Introduction. Liver cirrhosis is a major public health pro-
blem, a significant cause of morbidity and mortality in Republic
of Moldova. The effects of chronic liver disease, its evolution com-
plications, seriously affects the quality of life. Once medical pro-
gresses have improved, which determined health care and thera-
peutic result improvement, rising the quality of life has become
a major desideratum, with important contribution in the elabo-
ration of the therapeutical decision. In the study, we have under-
taken, we analyzed comparatively the life quality of the operated
cirrhotic patient, using questionnaires SF-36 and SF-LDQOL.
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Material si metode. A fost realizat un studiu clinic bidi-
rectional, pe o perioada de 11 ani, care a evaluat impactul chi-
rurgical asupra calitatii vietii la 97 de pacienti, diagnosticati
cu ciroza hepatica. Cercetarea s-a desfasurat la Catedra de chi-
rurgie nr. 2 In perioada 2005-2016. Pacientii Incadrati in stu-
diu au beneficiat de tratament chirurgical programat, selectiv.
Calitatea vietii a fost evaluata cu ajutorul chestionarelor SF-36
si SF-LDQOL.

Rezultate. Postoperator, bolnavii cu ciroza hepatica si hi-
pertensiune portald asociata (89%), au remarcat o imbuna-
tatire semnificativa a calitatii vietii atat fata de lotul martor
(p=<0,002), cat si comparativ cu etapa preoperatorie (p<0,001).
De remarcat, in primul an dupa interventie, calitatea vietii s-a
ameliorat in cotare moderata/buna la 78,9% dintre pacienti.

Concluzii. Pacientii cu ciroza hepatica prezinta deprecieri
semnificative ale calitatii vietii. Posibilitatea de ameliorare a
calitatii vietii este in relatie directa cu stadiul cirozei hepatice,
tipul interventiei chirurgicale practicate si rata complicatiilor
postoperatorii. Studiile de evaluare a calitatii vietii sunt utile,
deoarece furnizeaza informatii importante pentru optimiza-
rea metodelor terapeutice, micsorarea morbiditatii si imbuna-
tatirea prognosticului.

Cuvinte cheie: ciroza hepatica, calitatea vietii, devascula-
rizare azygo-portala.

Introducere

Ciroza hepatica este consideratda o boala generatoare de
diferite complicatii evolutive, care conduce spre limitarea sau
pierderea temporara a capacitatii de munca, cu importante
consecinte economice atat la nivelul societatii, cat si a indivi-
dului [1, 2]. In Republica Moldova, comparativ cu celelalte tiri
ale UE, se Inregistreaza cea mai Inalta mortalitate prin boli he-
patice cronice: 116 decese la 100.000 de locuitori de sex mas-
culin si, respectiv, 99,4 de decese la 100000 de locuitori de
sex feminin [1, 3]. Tratamentul multimodal (hepatotrop, en-
doscopic, chirurgical) al cirozei a devenit o practicd medicala
curentad [4, 5]. Obiectivele tratamentului acestei afectiuni sunt
reprezentate de reducerea mortalitatii prin stoparea evolutiei
bolii hepatice catre stadiul de complicatii si, implicit, catre re-
ducerea procesului inflamator hepatic si imbunatatirea calita-
tii vietii, care cuprinde bunastarea fizica, psihica si sociala [6,
7]. S-a demonstrat, in mod cert, impactul negativ al cirozei he-
patice asupra calitdtii vietii. Suportul social, stigmatul social,
vulnerabilitatea personala a bolii cu tendinta spre complicatii,
stilul de coping, sunt factorii implicati in adaptarea individului
la boala, seriozitatea acestora fiind direct corelata cu deterio-
rarea calitatii vietii [8, 9].

In aceasti ordine de idei, din impactul nefast al cirozei hepa-
tice asupra calitatii vietii, se cere a fi controlata prin tratamente
eficiente, abordare interdisciplinara, integrata si coerentd, si a
unei conduite corespunzatoare de supraveghere posttratament,
la distanta. Gestionarea simptomelor bolii, mentinerea unui grad
de functionalitate hepatica maxim posibila si cresterea calitatii
vietii sunt obiectivele terapeutice esentiale din domeniul medi-
cal, centrat pe bolnavul cu afectiuni cronice hepatice. Conform lui
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Material and methods. It has been realized a bidirectio-
nal clinical trial for a period of 11 years, which evaluated the
surgical impact on the quality of life of 97 patients, diagnosed
with hepatic cirrhosis. The research took place at the Chair of
surgery no. 2 in 2005-2016 period. Enrolled patients benefi-
ted of selective, scheduled surgical treatment. The quality of
life was assessed using the SF-36 and SF-LDQOL questionna-
ires.

Results. Postoperatively, patients with liver cirrhosis and
associated portal hypertension (89%) noted a significant
improvement in the quality of life in both the control group
(p=<0.002) and the preoperative stage (p<0.001). Remarcable,
in the first year after the intervention, the quality of life im-
proved in moderate/good quantification in 78.9% of patients.

Conclusion. Patients with liver cirrhosis have significant
impairments in quality of life. The possibility of improving the
quality of life is in direct relation to the stage of liver cirrho-
sis, type of the surgical intervention and rate of postoperati-
ve complications. Life quality assessment studies are useful,
because it provides important information for optimizing
therapeutic methods, reduction of morbidity and improving
prognosis.

Key words: cirrhosis, quality of life, azygous-portal devas-
cularization.

Introduction

The liver cirrhosis is considered a disease-generating vari-
ous complications developmental leading in most cases limi-
ting or temporary losing of working capacity, with significant
economic consequences both on society and the individual
level [1, 2]. In the Republic of Moldova, compared to the other
EU countries, is recording the highest mortality by chronic li-
ver diseases: 116 deaths per 100,000 male and 99.4 deaths
per 100,000 female population respectively [1, 3]. Multimodal
treatment (hepatotropic, endoscopic, surgical) of cirrhosis has
become a current medical practice [4, 5]. The goals of treat-
ment of this serious disease are the reduction of mortality by
stopping the progression of liver disease by stage complica-
tions and a consequent reduction in the inflammatory pro-
cess metabolism and the improvement of quality of life that
includes physical, mental and social welfare [6, 7]. Has been
demonstrated, clearly, the negative impact of hepatic cirrhosis
on the quality of life. Social support, social stigma, personal
vulnerability of the disease with the tendency towards com-
plications, style of coping are the factors involved in adapting
the individual to the disease, their seriousness being directly
correlated with the deterioration of the quality of life [8, 9].

In this context, from the unfortunate impact of liver cirrho-
sis on the quality of life, is required to be controlled through
effective treatments, an interdisciplinary, integrated and cohe-
rent approach, and a proper conduct of post-treatment surve-
illance at a distance. Managing symptoms and maintaining a
maximum possible degree of hepatic functionality is the main
purpose of medical professionals focused on the ill person.
According to Romanciuc L. (2013), contribution of Quality of
Life (QoL) in developing therapeutic decision remains an im-



Romanciuc I. (2013), contributia calitatii vietii (CV) in elaborarea
deciziei terapeutice ramane un subiect important pentru pacienti
si medici [8]. Sunt necesare studii de evaluare a calitatii vietii cu
ajutorul chestionarelor specifice, consacrate bolii hepatice, capa-
bile s-a ofere o imagine complexa a perceptiei pacientului asupra
propriei stari de sanatate. Scopul acestui studiu a fost de a evalua
calitatea vietii pentru pacientii cu ciroza hepatica, care au fost
asistati chirurgical si de a identifica elementele de diferentiere a
evolutiei calitatii vietii dupa tratament, In raport cu severitatea
bolii hepatice si gestul chirurgical selectiv, practicat In cadrul tra-
tamentului hipertensiunii portale cirogene.

Material si metode

Studiul a fost bidirectional, de explorare si abordare can-
titativa a calitatii vietii. Materialul de studiu a fost format din
pacienti diagnosticati cu ciroza hepatica (CH), tratati chirurgi-
cal si urmariti in perioada de studiu 2005-2016 in Clinica de
chirurgie nr. 2, Universitatea de Stat de Medicina si Farmacie
»Nicolae Testimitanu”, Chisindu, Republica Moldova.

Protocolul de cercetare a fost aprobat de Comitetul de Etica
a Cercetdrii din cadrul Universitatii de Medicinad si Farmacie
,Nicolae Testimitanu”, Chisinau, Republica Moldova (aviz fa-
vorabil din procesul verbal nr. 59, din 18.06.2015, presedinte
CEC - prof. M. Gavriliuc). Toti subiectii evaluati au primit in-
formatii detaliate privind metodologia de desfasurare a stu-
diului. Pacientii au semnat un consimtamant informat privind
inrolarea in studiu.

Diagnosticul de CH a fost sustinut clinic-laborator, imagis-
tic si morfologic, date care au permis calcularea scorurilor de
evolutie a bolii: Child-Pugh, MELD si BEA.

In perioada mentionati, au fost operati 118 pacienti. Din-
tre acestea, au fost inrolati In esantionul de baza a cercetarii
un numadr de 97 de bolnavi. Diagrama de flux a cazurilor este
prezentata in Figura 1.

Criterii de includere in studiu au fost:

= istoric de tratament chirugical pentru CH;

= varsta peste 16 ani;

= diagnostic confirmat de CH;
abilitati de intelegere a continutului chestionarului;
= acordul informat pentru inrolare in studiu al pacientului.

Criterii de excludere au fost :

= deficite cognitive si de limbaj severe, care fac imposibila

completarea chestionarului;

= hepatocarcinom dezvoltat pe ciroza;

= maladii hematologice concomitente;

= pacientii care din motive diverse au abandonat monito-

rizarea in timp.

Conventional, toti respondentii au fost subdivizati in trei
grupe, In conformitate cu metoda chirurgicala aplicata de ace-
easi echipa medicala:

= sublotul A, format din 57 de pacienti (58,7%), care au be-

neficiat de devascularizare azigo-portala + splenectomie
traditionala (SPLT);

= sublotul B, format din 27 de pacienti (27,8%), operati

prin metoda minim invaziva (DVA) si splenectomie lapa-
roscopica (SPLL);

Calitatea vietii la pacientii cu cirozd hepaticd chirurgical asistati

portant topic for patients and physicians [8]. There is a neces-
sity of studies of evaluating the quality of life through specific
questionnaires dedicated to liver disease, capable throughout
the various stages of therapy, to provide a comprehensive ima-
ge of the perception of patients about their health status. The
aim of this study is to evaluate quality of life for patients with
liver cirrhosis who were surgically assisted and identify the
elements of differentiation of the evolution of quality of life
after the treatment with severity of liver disease and surgical
gesture, selectively practiced within the complex scheme of
portal hypertension therapy.

Material and methods

The study was qualified by exploration and quantitative
approach of quality of life. The study material consisted of pa-
tients diagnosed with LC, surgically treated and followed du-
ring the study period 2005-2016 within the Chair of surgery
no. 2, Nicolae Testemitanu State University of Medicine and
Pharmacy, Chisinau, Moldova.

The research protocol was approved by the Research Ethics
Committee of the Nicolae Testimitanu University of Medicine
and Pharmacy, Chisinau, Republic of Moldova (favorable opi-
nion from the minutes no. 59 of 18.06.2015, CEC President
- Professor Mihail Gavriliuc). All evaluated subjects received
detailed information on the methodology of the study. The pa-
tients signed an informed consent to enroll in the study.

The diagnosis of LC was clinically, laboratory and morpho-
logical imaging held, data that allowed calculation of the di-
sease scores: Child-Pugh, MELD and BEA.

In the mentioned period, 118 patients were operated.
Among them were enrolled in basic research sample a total of
97 patients. The case flow diagram is shown in Figure 1.

Inclusion criteria in the study were:

= history of surgical treatment for liver cirrhosis;

= age over 16 years;

= confirmed diagnosis of liver cirrhosis;

= ability to understand the questionnaire;

= informed consent for enrollment in the study.

Exclusion criteria from the study were:

= severe language deficiencies, which make it impossible

to complete the questionnaire;

= hepatocarcinoma developed on the background of cir-

rhosis;

= concomitant haematological diseases;

= patients who for various reasons have dropped monitoring.

Conventionally, from point of view of statistical terms, all
respondents were subdivided into three groups according to
surgical method applied by the same medical team:

= subgroup A consisting of 57 patients (58.7%), which be-

nefited from the azygo-portal devascularization + tradi-
tional splenectomy (SPLT);

= subgroup B, consisting of 27 patients (27.8%), which had

surgery through a minimally invasive method - DVA + la-
paroscopic splenectomy (SPLL).

= subgroup C, consisting of 13 patients (13.4%) which re-

ceived the liver transplant. Study design is shown in Fi-
gure 2.
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Fig. 1 Diagrama de flux a pacientilor.

Fig. 1 CONSORT diagram of the patient’s flow.

= sublotul C, format din 13 pacienti (13,4%), cdrora li s-a
realizat transplant hepatic (TH).

= Design-ul general al studiului este prezentat in Figura 2.

In cazuistica studiatd, alegerea tipului de interventie chi-
rurgicald s-a facut in functie de starea generald, sediul obstacu-
lui portal si topografia axului venos spleno-portal, stadiul evo-
lutiv al cirozei hepatice, eventuale leziuni patologice asociate.
Astfel, adaptate fiecarui caz In parte, interventiile chirurgicale
aplicate au fost cu intentia de radicalitate. Majoritatea (83%),
au fost practicate in urmatoarele conditii tehnice: splenome-
galia stadiul III-IV (83,4%), sindrom hemoragic sever (78%),
perisplenism important (49%), prezenta nodulilor limfatici
in hilul lienal (31%), coada pancreasului situatd intrahilar
(41%), varianta fasciculatd a pedicului vascular splenic (7%).

Indicatiile chirurgicale, impuse selectiv de complicatiile
evolutive ale cirozei hepatice, au fost:

= ciroza hepatica, hipertensiune portald, hipersplenism sever;

= ciroza hepatic3, hipertensiune portala, varice esofagiene
gr. Il cu risc hemoragic;
ciroza hepatica, hipertensiune portald, hipersplenism
sever, prezenta unui sau mai multor episoade de hemo-
ragie variciald In anamnezs;
ciroza hepatica, hipertensiune portald, splenomegalie
gigantd, cu elemente de compresie (infarct lienal, hema-
tom subcapsular);

In the studied case, the choice of the type of surgery was
made according to the general state, portal obstruction and
topography of spleno-portal venous spindle, evolutionary
stage of liver cirrhosis, possible pathological lesions. Thus,
adapted to each case, the surgical interventions were inten-
ded with radicality. The majority (83%) were practiced under
the following technical conditions: splenomegaly stage III-IV
(83.4%), severe hemorrhagic syndrome (78%), important pe-
risplenism (49%), the presence of lymph nodes in the lienal
hill (31%), the pancreas tail located intrahilar (41%), fascicu-
lar variation of splenic vascular pedicle (7%).

The surgical indications, selectively imposed on liver cir-
rhosis complications:

= liver cirrhosis, portal hypertension, severe splenomega-

ly;

= liver cirrhosis, portal hypertension, 3-degree varices

with bleeding risk;

= liver cirrhosis, portal hypertension, severe splenomega-

ly, the presence of one or more episodes of esophageal
bleeding;

= liver cirrhosis, portal hypertension, giant splenomegaly,

with compression elements (splenic infarct, subcapsular
haematoma);

= liver cirrhosis, portal hypertension, severe pancytope-

nia, induced by antiviral therapy;



Calitatea vietii la pacientii cu cirozd hepaticd chirurgical asistati

DVA+SPLL >
SF-36 SF-36 || SF36 |,| SF36
SF-LDQOL SF-LDQOL SF-LDQOL SF-LDQOL
h A
A 4 A A 4 A4
Pacienti/ Patients DVA+SPLT [
SF-36 SF-36 & SF-36 N SF-36
SF-LDQOL SF-LDQOL SF-LDQOL SF-LDQOL
TH B
SF-36 SF-36
SF-LDQOL SF-LDQOL

Preoperator / preoperative  1an/year  3ani/year 5 ani/year

<
<

n
»

Fig. 2 Design-ul studiului.

Fig. 2 Study design.

= ciroza hepaticd, hipertensiune portald, pancitopenie se-

verd, indusa de terapia antivirala;

= cirozd hepaticd, hipertensiune portald, hipersplenism

autoimun.

Starea generald de sanatate a pacientilor cirotici operati si
calitatea vietii acestora au fost analizate prin evaludri succe-
sive: preoperator, postoperatoriu la 1, 3, 5 ani si la necesitate.

Pentru atingerea scopului si realizarea obiectivelor propu-
se, calitatea vietii pacientilor a fost evaluata paralel cu datele
clinico-biologice si imagistice ale pacientului cirotic preope-
ratoriu si la un interval de 1-3-5 ani postchirurgical, pentru a
putea constata implicatiile terapiei chirurgicale asupra calita-
tii vietii.

Evaluarea impactului chirurgical asupra calitatii vietii s-a
realizat, utilizand chestionarul generic SF-36, validat pentru
a determina valoarea componentei mentale de sinteza (MCS)
si componenta fizica de sinteza (PCS) si chestionarul specific
SF-LDQOL (9 domenii, 36 de itemuri). Ultimul, a fost elaborat
de Dr. Fasiha Kanwal (2008) si cu consimtdmantul scris al au-
toarei, chestionarul a fost tradus in limba romana [3].

Chestionarul SF-36 contine 36 de intrebari, care se refe-
ra la urmatoarele aspecte ale calitatii vietii: statutul func-
tional-functia fizica (intrebarile 3a-j), limitarea sanatatii
(Intrebarile 4a-d), durere somatica (intrebarile 7-8), sana-
tatea generala (Intrebarile 1, 11a-d) si valoarea componen-
tei mentale de sinteza (MCS), constituita din scalele: vitali-
tate (Intrebarile 9a, 9e, 9g, 9i), functia sociala (intrebarile
6, 10), rolul emotional (intrebarile 5a-c), sanatatea mintala
(Intrebarile 9b, 9¢, 9d, 9f, 9h). Scorul total este redat pe o
scala de la 0% la 100%, care este proportional cu starea de
sdnatate raportata de persoana.

= liver cirrhosis, portal hypertension, autoimmune spleno-

megaly.

To achieve the goal and achieve the objectives, patient qua-
lity of life was assessed in parallel with the clinical-biological
and imagistic data of the preoperative patients’ evaluation,
and at an interval of 1-3-5 years post-surgical, in order to be
able to ascertain the implications of the surgical therapy on
the quality of life.

Assessing the impact on quality of life was achieved by
generic SF-36 questionnaire used to determine the value of
mental component summary (MCS) and physical component
summary (PCS) and the specific SF-LDQOL (9 fields, 36 items).
The last one was developed by Dr. Fasiha Kanwal (2008), with
the written consent of that was translated in Romanian [3].

The SF-36 questionnaire contains 36 questions that assess:
functional status - physical function (questions 3 a-j), limiting
health (questions 4a-d), bodily pain (questions 7-8), general
health (questions 1, 11d), and the mental component summa-
ry (MCS) scales composed of: vitality (questions 9a, 9e, 9g, 9i),
social function (questions 6, 10), emotional role (questions
5a-c), mental health (questions, 9b, 9¢c, 9d, 9f, 9h).

The research has been completed with the SF-LDQOL con-
tains 36 questions that assess: symptoms related to the disea-
se (question 1f), the consequences of liver disease (questions
2a-c), concentration/memory (questions 3, 4a, 4b, 5), the
problems caused by disease sleep (questions 11a-e), isolation
(questions 12a-e), hope (questions 13a-c), stigma liver disea-
se (questions 1, 4a-d), the function/sexual issues (questions
7, 9a, 9b, 10). For all scales studied, scores (score) was from
0to 100.

The statistical analysis was performed with the statistical
analysis software GraphPad Prism 4 (GraphPad Software, Cali-
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Cercetarea a fost completata prin aplicarea chestionarului
specific SF-LDQOL, special elaborat pentru evaluarea calitatii vie-
tii pacientilor cu suferinta hepatica. Acesta contine 36 de intre-
bari, care evalueaza: simptomele legate de boala (intrebarile 1a-
f), consecintele bolii hepatice (intrebarile 2a-c), concentrarea/
memoria (Intrebarile 3, 4a, 4b, 5), problemele cauzate de boala
-somnul (intrebarile 11a-e), izolarea (intrebarile 12a-e), speran-
ta (intrebarile 13a-c), stigma bolii hepatice (intrebarile 14a-d),
functia/problemele sexuale (Intrebarile 7, 9a-b, 10). Pentru toate
scalele studiate, scorurile (punctajul) a fost de la 0% la 100%.

Prelucrarea statistica a fost efectuata cu softul de analiza
statistica GraphPad Prism 4 (GraphPad Software, California,
SUA). Rezultatele sunt prezentate drept valori absolute si rela-
tive (datele binare), si drept medie si interval de confidenta de
95% (date de tip continuu).

Rezultate

Caracteristicile pacientilor inclusi in studiu sunt prezenta-
te in Tabelul 1, 2.
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fornia, SUA). The results are presented as absolute and relati-
ve values (binary data), mean and confidence interval of 95%
(continuous data type).

Results

The clinical characteristics of the patients included in the
study, depending on the surgery performed are shown in Table
1. Preoperative analysis of questionnaires life quality domains
SF-LDQOL according to the study groups is shown in Table 2.

In all patient groups, the symptoms of liver impairment
were identified. The collected data confirms the existence of
social issues: diminishing social activities, the limitation of
work capacity, the impossibility of satisfying physical and psy-
chological needs. The analysis of the general group revealed
that 72% of the respondents did not have a job. Invalidity gra-
de II-1IT had 82%; in 10% of the patients, the diagnosis was
documented less than 3 years ago, 45% - 3-5 years ago and
18% - more than 5 years ago. Most patients accused asthenic
syndrome (96%) and severe splenomegaly (73%).

Tabelul 1. Caracteristicile clinice ale pacientilor inclusi in studiu, in functie de interventia chirurgicala efectuata.
Table 1. Clinical characteristics of patients enrolled in the study, depending on the surgery performed.

Toti subiectii /

All subjects
(n=97)

Parametru / Parameter

DVA+SPLT DVA+SPLL TH
(n=57) (n=27) (n=17)

Etiologia cirozei / The etiology of cirrhosis

ciroza hepatica HBV / liver cirrhosis HBV 54 (55.7%)

33 (57.9%) 20 (74.1%) 1(7.6%)

ciroza hepatica HCV / liver cirrhosis HCV 28 (28.9 %) 10 (17.5%) 7 (25.9%) 11 (84.6%)
ciroza hepatica HBV + HCV / liver cirrhosis HBV+HCV 16 (16.5 %) 14 (24.6%) - 1(7.6%)
Semne clinice / Clinical signs

ascita / ascites 15 (15.5%) 2 (3.5%) 3 (11.1%) 10 (76.9%)
icter / jaundice 11 (11.3%) 2 (3.5%) - 9 (69.2%)
h . iceals i <

emoragie variceald in anamnezd / 19 (19.6%) 7 (12.3%) 5 (18.5%) 7 (53.8%)
variceal haemorrhage in anamnesis
hipersplenism sever / severe hypersplenism 71 (73,2%) 49 (85.9%) 11 (40.7%) 11 (8.4%)

Alterarea functiei hepatice / Impaired liver function
scor Child C / Child C score

BEA scor A/B / BEA A/B score

Tratament antiviral anterior /
previous antiviral treatment

15 (15.5%)
15 (72.2%)

17 (17.5%)

1(1.7%) 1(3.7%) 13 (100%)
3 (3.2%) 3 (11.1%) 11 (9%)
7 (22.3%) 5 (18.5%) 5 (39.4%)

in toate loturile de pacienti, au fost indentificate prezen-
ta simptomelor suferintei hepatice. Datele colectate confirma
existenta problemelor de caracter social: diminuarea activi-
tatilor sociale, limitarea capacitatii de munca, imposibilitatea
satisfacerii unor nevoi de ordin fizic si psihologic. Analiza lotu-
lui general a relevat ca 72% dintre cei intervievati nu aveau un
loc de munca. Grad de invaliditate II-III au avut 82%; la 10%
din bolnavi, diagnosticul a fost documentat mai putin de 3 ani
in urma, la 45% - acum 3-5 ani si la 18% - cu peste 5 ani in
urma. Majoritatea pacientilor au acuzat prezenta sindromul
astenic (96%) si celui hipersplenic (73%).

in 83,4% din cazuri, pacientii s-au aflat sub tratament he-
patotrop sindromal, Tn 14,4% din cazuri au urmat o medicatie
antiviralg, iar in 2,1% - hormonoterapie.

In 83.4% of cases, patients were under hepatotropic syn-
drome, 14.4% of cases were followed by antiviral medication
and 2.1% of hormone therapy.

By processing the data of the SF-36 questionnaire, it was
shown that preoperatively, most patients in the study group
had a severe impairment of quality of life, of varying degrees.
Significant differences were noted between the overall health
status of the investigated group vs. control group (practically
healthy individuals) (Table 3).

It is noted that the most affected aspects, compared to
the benchmark score, were the psychological and functio-
nal status, social and family life, and professional activity. In
a comparative assessment of the quality of life of cirrhotic
patients with apparently healthy individuals, liver disease
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Tabelul 2. Analiza preoperatorie a domeniilor calitatii vietii chestionarului SF-LDQOL in loturile de studiu.
Table 2. Preoperative analysis of life quality domains of the SF KDQOL questionnaire in the study groups.

Domeniile SF-LDQOL / The domains of SF-LDQOL DVA+SPLT DVA+SPLL TH p
i 1 lah ica
Simptome legate de boala hepatica / 80.7+15.0 76.9+18.1 54.9+13.8 0.014
Symptoms related to liver disease
Consecingele bolil hepatice / 73.0£15.2 68.2¢11.8 49.7+12.8 0.015
Consequences of liver disease
Concentrarea si memoria /
, 78.1+21.4 74.2+29.2 49.6+28.3 0.001
Concentration and memory
Probl te de boala
robleme cauzate de boald / 46.3:28.4 4731283 51.6£30.6 0.0366
Problems caused by the disease
Somnul / Sleep 63.1+18.6 59.8+21.8 45.3+19.5 0.216
Izolarea / Isolation 92.4+19.0 88.7+19.1 86.8+19.04 0.458
Speranta de viata / Life expectancy 81.6+£18.6 77.7+¥21.0 69.8+21.4 0.088
Stigma bolii hepatice / The stigma of liver disease 78.4+21.5 72.6+20.6 48.1+31.0 0.042
Functia / problemele sexuale /
76.0£24.9 59.0+30.4 64.0+28.0 0.533

Sexual function / issues

Nota: Teste statistice aplicate: t-Student (pentru datele de tip continuu); testul Fisher exact, pentru datele nominale. Datele sunt prezentate drept medie si deviere
standard.
Note: Applied statistical tests: t-Student (for continuous type data); The Fisher’s exact test for the nominal data. The data are presented as means with standard
deviation.

Tabelul 3. Compararea calitatii vietii, conform SF-36, la pacientii cu ciroza hepatica (initial, preoperator) vs. persoanele sandtoase.
Table 3. Comparison of the quality of life, according to SF-36, in patients with liver cirrhosis (initial, preoperative) vs. healthy people.
Pacienti cirotici /

Subiecti sanatosi /

Parametrii calitatii vietii / Quality-of-life parameters Cirrhotic patients Healthy subjects p
(n=45) (n=20)

Functie fizica / Physical function (PF) 61 [37-69] 93 [70-80] <0.001
Rol fizic / Physical Role (PR) 33[27-78] 81[75-81] <0.001
Durere somaticd / Somatic Pain (BP) 54 [32-61] 74 [60-75] <0.05
Sdndtate generala / General Health (GH) 49 [21-58] 65 [54-66] <0.05
Vitalitate / Vitality (VT) 51 [26-46] 61 [53-68] <0.001
Functie sociala / Social function (SF) 62 [23-52] 78 [62-78] <0.05
Rol emotional / Emotional Role (RE) 43 [31-68] 75 [62-69] <0.001
Sdndtate mentald / Mental Health (SM) 65 [33-59] 67 [52-62] <0.05
Starea sumara de sdnatate fizica / Summarized physical health status (SSF) 38 52 <0.05
Starea sumard de sanatate psihica / Summarized mental health status (SSP) 43 46 <0.001

Nota: Test statistic aplicat - testul Fisher. Datele sunt prezentate drept mediana [extreme].
Note: statistical analysis - Fisher’s exact test. The data are presented as median [extremes].

Prin prelucrarea datelor chestionarului SF-36, s-a eviden- has been reported to affect the following in a downward or-

tiat ca preoperator, majoritatea pacientilor din lotul studiat der:
prezentau o depreciere severa a calitatii vietii, de diferite gra- = somatic pain, score of [-20];
de. Au fost remarcate diferente semnificative intre statutusul = the social function, score of [-16];
global de sdnatate al lotului cercetat vs. lotul de control (per- * limitations due to emotional problems, score of [-2];
soane practic sandtoase) (Tabelul 3). = vitality, score of [-10];
Se observa ca cele mai afectate aspecte, comparativ cu sco- = physical function, score of [-2];
rul de referint3, au fost statutusul psihologic si cel functional, * limitations caused by physical health, score of [-47];

= general health condition, score of [-14];
= mental health, score of [-9].
The influential of analysis of Child-Pugh score on life qua-

viata sociala si de familie, precum si activitatea profesionala.
La o evaluare comparativa a calitatii vietii bolnavilor de ciroza
hepatica cu cea a persoanelor aparent sandtoare, s-a consta-

tat ca boala hepatica afecteaza urmatoarele aspecte, in ordine
descendenta:

= durerea somatica, scor de [-20];

= functia sociala, scor de [-16];

= limitari din cauza problemelor emotionale, scor de [-2];

lity prior to surgery (Table 4), revealed that overall health
status is significantly lower in patients with Child C score,
compared to those in Child A and B classes, who in most ca-
ses were hepatically decompensated and undergoing to liver
transplantation.
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Tabeul 4. Calitatea vietii pacientilor cirotici, estimata prin prisma chestionarului SF-LDQOL.
Table 4. Quality of life in patients with cirrhosis, estimated from the perspective of the SF-LDQOL questionnaire.

Domenii / Domains Child A Child B Child C
(n=11) (n=72) (n=14)
Simptome legate de boala hepatica / Symptoms related to liver disease 78.7£11.2 61.9+15.3* 54.8+21.1*
Consecintele bolii hepatice / Consequences of liver disease 71.1+£14.1 54.2+11.5* 52.6+21.7
Concentrarea si memoria / Concentration and memory 77.1+x13.4 62.1+31.1* 45.6+£26.1*
Probleme cauzate de boala / Problems caused by the disease 57.3%24.1 53.1+21.2*% 51.8+31.5*
Somn / Sleep 63.1+18.1 55.3+23.3* 47.2+£19.6*
I1zolare / Isolation 92.0+13.6 84.9+15.8* 85.5+16.8
Speranta / Hope 79.5+14.6 77.1+24.6 69.6+31.5*
Stigma bolii hepatice / The stigma of liver disease 79.2+30.1 63.5+31.5* 48.2+31.1*
Functia / problemele sexuale / Sexual function / issues 71.0£35.3 59.9+32.7* 63.8+22.2*

Nota: *- p<0,05, comparativ cu grupul precedent al studiului. Datele sunt prezentate drept medie si deviere standard.
Note: *-p<0.05, compared to the previous study group. The data are presented as means with standard deviation.

= vitalitatea, scor de [-10];

= functia fizica, scor de [-2];

= limitari produse de starea de sanatate fizica, scor de [-47];
= starea generala de sanatate, scor de [-14];

= sandtatea sumarad mentald, scor de [-8];

= sandtatea sumara psihica, scor de [-9].

Analiza influentei scorului Child-Pugh asupra domeniilor
calitatii vietii inainte de interventia chirurgicald (Tabelul 4),
a evidentiat ca statutusul global de sanatate este semnificativ
mai scazut la pacientii cu scor Child C, comparativ cu cei din
clasele Child A si B, care, In majoritatea cazurilor, au fost de-
compensati hepatic si supusi transplatului hepatic.

Studiul curent releva o ameliorare a calitatii vietii pacien-
tilor operati, tradusa prin imbunatatirea functiei fizice si psi-
hologice, comparativ cu nivelul preoperator. Din dinamica
rezultatelor obtinute se observa ca postoperator, bolnavii cu
ciroza hepatica si hipertensiune portala asociatd, au remarcat
o Imbunatatire a calitatii vietii, in raport, atat cu a cea a lotului
martor (p<0,002), cat si cu cea preoperatorie (p<0,001). De
retinut este faptul c3, in primul an postoperatoriu, au survenit
imbunatatiri ale calitatii vietii, cresterile fiind de tip moderat/
buni la peste 78,9% dintre pacienti. In seria noastra, gradul de
satisfactie postoperatoriu a fost buna, de 85,3%, iar scorul SF-
LDQOL s-a ameliorat semnificativ versus pretratament.

Efectul net superior benefic al interventiei chirurgicale
miniminvazive asupra calitatii vietii este documentat prin
cresterea semnificativa a nivelului statusului emotional si
global si prin diminuarea amplitudinii simptomelor. Datele
analizei scorului SF-LDQOL la un an postoperator, inregis-
trate pe itemurile factorilor fizici si emotionali in cadrul a
doua categorii de pacienti (SPLT versus SPLL), atesta di-
ferente net superioare pentru lotul SPLT. Aceasta tendinta
dispare la 3 si 5 ani de monitorizare, atunci cand in ambele
grupuri nu se mai atesta vre-o diferenta semnificative pe
scala vitalitatii si a functionarii sociale, ceea ce se explica
prin faptul ca starea somatica a pacientilor operati pentru
ciroza hepatica se inrautateste in timp, prin decompensari
parenchimatoase si vasculare.

Operatiile efectuate pe cale laporoscopicd si beneficiile
postoperatorii In materie de calitate a vietii a acestei interven-

The current study reveals an improvement in the quality
of life of the operated patients, translated by improving the
physical and psychological function compared to the preope-
rative level. From the dynamics of the obtained results, it is no-
ticed that postoperatively, the patients with liver cirrhosis and
associated portal hypertension noted an improvement of the
quality of life, in relation to both the control batch (p<0.002)
and the preoperative (p<0.001). It is worth noting that, in the
first postoperative year, improvements in quality of life have
occurred, with moderate / good increases in over 78.9% of
patients. In our series, postoperative satisfaction was good,
85.3%, and the SF-LDQOL score improved significantly versus
pretreatment.

The beneficial effect of surgery on quality of life is docu-
mented by the significant increase of emotional and global sta-
tus level, and from functional scale only social status did not
change essentially. SF-LDQOL scoring data of analysis at one
post-operative year, recorded on the physical and emotional
factors items in two categories of patients (SPLT versus SPLL),
shows higher net differences for the SPLT lot. This trend di-
sappears at 3 and 5 years of monitoring, when there is no sig-
nificant difference in both groups on the scale of vitality and
social functioning, which is explained by the fact that the so-
matic state of the patients treated for liver cirrhosis worsens
over time, through parenchymal and vascular decompensati-
ons.

Laparoscopic operations and postoperative benefits in ter-
ms of quality of life of this intervention exceed, in many as-
pects, the results of classical surgery in the first postoperative
year (Table 5).

Following the evolution of liver disease severity,
measured in the studied cases by Child-Pugh score, was
noticed that the choice of surgery after well-defined in-
dications, it is a way of effective treatment of cirrhoge-
nic portal hypertension. In most of these cases (67% of
patients) we noticed that interfering in relation to liver
disease complicated postoperative course had a major
negative impact on quality of life. [t is emphasized that
the analysis of specific liver disease symptoms, self-re-
ported in the analyzed sample, recorded a lower level



Tabelul 5. Scorul SF-LDQOL: evolutia calitatii vietii la 1-3-5 ani postoperatoriu.
Table 5. SF-LDQOL score: the evolution of postoperative quality of life at 1-3-5 years.
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Monitorizare postoperatorie / Postoperative monitoring

Domenii / Domains Preoperative Lounan 23 ani 125 ani

Up to 1 year Up to 3 years Up to 5 years
Simptome asociate cu boala hepatica / Symptoms related to liver disease 66.6+8.04 71.73+6.87* 69.16+9.37* 70.0£12.07*
Consecintele bolii hepatice / Consequences of liver disease 63.2+11.32 67.15+6.85* 65.14+9.33* 66.4+13.69*
Concentrare si memorie / Concentration and memory 77.7£9.17 66.1+9.30* 60.12+9.30* 65.3+12.26*
Probleme cauzate de afectiune / Problems caused by the disease 51.3+7.09 51.13+6.91* 37.7£9.41* 61.2+11.29**
Somnul / Sleep 54.9+9.08 54.5+6.90* 53.0£9.41* 57.0£11.58**
Izolare / Isolation 71.2+14.03 66.67+6.52* 71.5+8.89* 64.4+11.58*
Speranta / Hope 63.2+10.11 63.3+6.40* 58.3+8.72* 54.7+13.71*
Stigma de boala hepatica / Stigma of liver disease 75.7£13.17 74.42+6.01* 63.7+8.19* 77.3£11.03*
Functia sexuald / aspecte / Sexual function / issues 65.1+¥13.07 62.7£6.64* 71.2+9.05* 68.8+9.98*

Note: * - p<0.05; **~ p<0.01.

tii depasesc, in multe aspecte, rezultatele operatiei clasice in
primul an postoperator (Tabelul 5).

Urmarind evolutia severitatii bolii hepatice, masurata in
cazuistica studiata cu scorul Child-Pugh, a fost observat ca
alegerea tipului de interventie chirurgicald, dupa indicatii
bine definite, reprezinta o modalitate de tratament eficientd a
hipertensiunii portale cirogene. in majoritatea acestor cazuri
(67% dintre pacienti), a fost remarcat ca evolutia postoperato-
rie complicata a bolii hepatice a avut un impact negativ major
asupra calitatii vietii. Este de subliniat ca analiza simptomelor
specifice bolii hepatice, auto-raportate in esantionul analizat,
a Inregistrat un nivel mai scazut al fenomenului studiat, inre-
gistrat la pacientii cirotici decompensati, clasa Child C, care au
beneficiat de transplant hepatic. Despre aceasta ne comunica cei
mai Tnalti parametri ai scalelor: sociald, psihologica si functional
emotionald. Prin urmare, calitatea vietii pacientilor din cazuisti-
ca selectata si operatd, In cazurile Tn care au suportat transplant
hepatic, a fost net superioara comparativ cu celelalte tipuri de in-
terventii. Analiza rezultatelor releva ca aceasta crestere calitativa
a conditiilor de viata se datoreaza si unor complexe de masuri
terapeutice si de interventie a unor elemente organizatorice, so-
ciale, familiale si comunitare. Rezultatele studiului arata cd, daca
preoperator, 79% dintre pacientii operati resimteau o afectare a
calitatii vietii din cauza reduceri activitatilor casnice pe care le
puteau face, la 12 luni postoperator, doar 36% dintre pacienti mai
prezentau aceasta problema.

in lotul studiat, au fost inregistrate 17 (17,5%) cazuri, care
au dezvoltat diverse complicatii postoperatorii precoce si tar-
dive: tromboza axului venos splenoportal - 5 (5,15%) cazuri
si care au beneficiat de tratament conservator antitrombotic;
abces subdiafragmal pe stanga - 3 cazuri, rezolvate prin dre-
naj extern, instalat ecoghidat; supuratii parietale - 4 cazuri si
ascita - 5 cazuri.

Prin prisma scorului SF-LDQOL, a fost constatat ca la cei
care au prezentat complicatii, statutul psiho-emotional si cel
fizic era semnificativ mai redus (p=0,030 si p=0,001, respec-
tiv). La un an postoperatoriu, 7 pacienti au avut eventratii

of the phenomenon studied in decompensated cirrhotic
patients, Child C class, who benefited from hepatic trans-
plantation. This tells us the highest scale parameters:
social, psychological and functional emotional. Therefo-
re, the quality of life of the patients in the selected and
operated casuistry, in cases where they underwent liver
transplantation, was clearly superior to the other types
of interventions. The analysis of the results reveals that
this qualitative increase in living conditions is also due
to complex therapeutic and interventional measures of
organizational, social, family and community elements.
The results of the study show that, if preoperatively, 79%
of operated patients experienced a quality of life im-
pairment due to reduced household activities they could
make, at 12 months postoperatively, only 36% of patients
still had this problem.

On the studied lot, they were recorded 17 cases (17.5%)
who had various postoperative complications, predominated
by venous thrombosis shaft - 5 cases (5.15%) of conservati-
ve treatment received antithrombotic; the emergence abscess
of LEFT under diaphragm - 3 cases solved by eco-guided ex-
ternal drainage installed; parietal suppurations - 4 cases and
ascites - 5 cases.

In terms of the SF-LDQOL score, it was found that in those
who presented complications, psycho-emotional and physical
status was significantly lower (p=0.030 and p=0.001, respec-
tively). One postoperative year, 7 patients had post-operative
outcomes which, however, did not associate with a significant
decrease in quality of life. An important deterioration in quali-
ty of life was present at 3 patients with portal vein thrombosis
and secondary ascites - a specific complication of post sple-
nectomy.

Discussion with patients on control, clinical, ultrasound
and endoscopic examination, performed at 3 years posto-
peratively, and analysis of outcomes after hepatic cirrhosis
surgery, have confirmed the relapse of esophageal varices
(6 cases), ascites (7 cases), portal vein thrombosis (4 ca-
ses). The analysis of the answers to the questionnaires in
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postoperatorii care, insd, nu s-au asociat cu diminuarea sem-
nificativa a calitatii vietii. O deteriorare importanta a calitatii
vietii a fost prezentd la 3 pacienti cu tromboza de vena porta si
ascita secundara - o complicatie specifica postsplenectomie.
Discutia cu pacientii veniti la control, examenul clinic, ecogra-
fic si endoscopic, efectuat la 3 ani postoperator si analiza rezulta-
telor la distanta dupa chirurgia cirozei hepatice, au atestat rece-
diva varicelor esofagiene (6 cazuri), ascitei (7 cazuri), tromboza
venei portd (4 cazuri). Analiza raspunsurilor la chestionare, in
aceste cazuri, a constatat ca nivelul satisfactiei generale de viata
a acestor pacienti a fost afectat semnificativ (25,6%). Scoring-ul
obtinut posttratament pentru scala statusului global de sanata-
te/calitate a vietii a Inregistrat diferente semnificate Intre teste
pre si post terapeutic si releva o ameliorare de la 25,6% la 51,3%,
respectiv, pe seama factorilor fizici (36%) si a celor emotioanli
(16%). Astfel, putem concluziona ca programele de screening si
asistenta terapeutica postchirurgie, puse in aplicare, in prezenta
complicatiilor sus enumerate, au crescut considerabil calitatea
vietii pacientilor din lotul studiat, operati pentru ciroza hepatica.

Discutii

Ciroza hepatica constitue o problema de sanatate publica,
reprezentand o cauza importanta de morbiditate si mortali-
tate, indusa de aparitia complicatiilor evolutive [1, 2]. Tn ulti-
mii ani s-a acordat o atentie deosebita calitatii vietii acestor
categorii de bolnavi [18, 19]. Rezultatele obtinute in urma
efectudrii acestui studiu, comparate cu datele din literatura
[9, 14], demostreaza faptul ca indicii calitatii vietii pacienti-
lor cu ciroza hepatica inregistreaza deprecieri semnificative,
cu alterarea functiilor fizice si celor psiho-emotionale. in acest
sens, nivelul calitatii vietii trebuie evidentiat si contolat prin
tratamente efeciente [3, 6]. Tratamentul cirozei hepatice este
complex, multimodal si include o asociere a metodelor medi-
camentoase, endoscopice si chirugicale, precum si o abordare
multidisciplinara [4, 5]. Dintre toate chestionarele specifice,
testate cu referire la evaluarea calitatii vietii pacientilor cu
boli hepatice cronice, chestionarul SF-LDQOL, forma scurta, a
prezentat cele mai bune performante [7, 12].

In clinicd, odati cu aplicarea scorului generic SF-36, apre-
ciat de utilizatori pentru simplitate dar si criticat pentru lipsa
unor parametri sugestivi, am tradus, validat si implementat in
practica chestionarul SF-LDQOL, ca un instrument de masura a
calitatii vietii pacientilor cu afectiuni cronice hepatice. Studiul
efectuat demonstreaza ca utilizarea chestionarului SF-LDQOL,
forma scurtd, contribuie la colectarea datelor despre calitatea
vietii statica si dinamica la diferite etape, pre si post-operato-
riu. in opina noastra, insa, pentru o mai buna evaluare a calita-
tii vietii pacientului cirotic chirurgical asistat, este important
de a adduga urmatorul set de intrebari despre impactul tra-
tamentului multimodal asupra calitatii vietii si statului global
de sanatate: , Vd rugdm sd acordati calificative, cum interventia
chirurgicald a influentat starea sdndtdtii dumneavoastrd?”, ,In
ce mdsurd terapia antivirald, dacd a fost aplicatd, a influientat
calitatea vietii dumneavoastrd?”, ,Sunteti satisfdcut de rezulta-
tele tratamentului endoscopic al varicelor esofagiene?”.
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these cases found that the overall satisfaction level of the-
se patients were significantly affected (25.6%). Scoring
achieved post-treatment for the overall health status/qua-
lity of life status recorded significant differences between
pre- and post-therapeutic trials and revealed an improve-
ment from 25.6% to 51.3%, on the account of physical fac-
tors (36%) and emotional (16%). We are summing up that
screening and therapeutic support programs implemented
after surgery and endoscopic curative antiviral treatment
have increased the quality of life of patients in the study
group, having surgery for liver cirrhosis.

Discussions

Hepatic cirrhosis is a public health problem, is a major
cause of morbidity and mortality induced by the develop-
ment of evolutional complications. In past years, has been
paid more attention to the quality of life of these patients.
The results obtained from this study were compared to
the data from literature, showed that the quality of life of
patients with liver cirrhosis had decreased significantly,
physical and psycho-emotional functions declined. There-
fore, the importance of quality of life controlled by effective
treatments raised. Treatment of hepatic cirrhosis is com-
plex, multimodal, and includes a combination of endosco-
pic and surgical methods, as well as a multidisciplinary ap-
proach. Of all the specific questionnaires tested regarding
the quality of life assessment of patients with chronic liver
disease, the short-form SF-LDQOL questionnaire showed
the best performance.

In the clinic, with the application of the SF-36 generic
score, appreciated by the users for simplicity but also criti-
cized for the lack of suggestive parameters, we translated,
validated and implemented in practice the SF-LDQOL ques-
tionnaire as a measure of the quality of life of patients with
diseases Chronic liver disease. The study shows that the
use of the short-form SF-LDQOL questionnaire contributes
to collecting static and dynamic life quality data at different
stages, pre- and post-operative. In our opinion, however, for
a better assessment of the quality of life of the surgically as-
sisted cirrhotic patient, it is important to add the following
set of questions about the impact of multimodal treatment
on quality of life and the global health state: “Please provide
ratings, how did your surgery affect your health?”, “How did
antiviral therapy, if applied, have influenced the quality of
your life?”, “Are you satisfied with the results of the endosco-
pic treatment of esophageal varices?”

The results obtained post-operatively at a distance confirm
the beneficial effect of surgical interventions on the quality of
life for the selected cases of patients with liver cirrhosis. Im-
provements were seen at approximately 78-82% of patients
operated, influenced, net to favorable, as follows: hepatic
transplantation, azygo-portal devascularization and laparo-
scopic approach splenectomy, azygo-portal devascularization
and splenectomy Traditional approach, which confirms the
beneficial effect of portal hypertension surgery through cir-
rhosis in selected cases.



Rezultatele obtinute postoperatoriu, la distantd, confirma
efectul benefic al interventiilor chirurgicale asupra calitatii
vietii pentru cazurile selectionate de pacienti cu ciroza hepati-
ca. S-au remarcat imbunatatiri la cca 78-82% dintre pacientii
operati, influentate, In mod net, spre favorabil, dupa cum ur-
meaza, de: transplatul hepatic, devascularizarea azygo-porta-
13 si splenectomia prin abord laporoscopic, devascularizarea
azygo-portald si splenectomia prin abord traditional, fapte
care ne confirma efectul benefic al chirurgiei hipertensiunii
portale prin ciroza hepatica in cazurile selectionate.

Datele obtinute argumenteaza odata in plus importanta
aprecierii calitatii vietii, introducerii ei In programele de mo-
nitorizare a pacientului cirotic operat.

Concluzii

1) Pacientii cu ciroza hepatica prezinta deprecieri semni-
ficative ale calitatii vietii, gradul de ameliorare al careia este
in relatie directa cu stadiul cirozei hepatice, tipul interventiei
chirurgicale practicate si rata complicatiilor postoperatorii.

2) Studiile de evaluare a calitatii vietii sunt utile, deoarece
furnizeaza informatii importante ce pot determina optimiza-
rea metodelor terapeutice, micsora morbiditatea si imbunata-
ti prognosticul.
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Conclusions
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ments in quality of life. The possibility of improving the quali-
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cations.

2) Life quality assessment studies are useful, because it
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Ce nu este cunoscut, deocamdata, la subiectul abordat

Nu a fost stabilit, deocamdata, care dintre tehnicile chirur-
gicale de tratament al diverselor forme ale bolii de reflux eso-
fagian ar reprezenta indicatia optimald, urmata de cele mai
bune rezultate postoperatorii.

Ipoteza de cercetare

Chirurgia laparoscopica antireflux, cea endoscopica si en-
doluminala, efectuata la momentul oportun, ofera rezultate
postoperatorii mai bune decat tratamentul medicamentos al
bolii de reflux gastroesofagian, in termeni de durata de recu-
perare si spectru de complicatii.

Noutatea adusa literaturii stiintifice din domeniu

Tehnicile chirurgicale miniminvazive ofera rezultate ime-
diate si tardive postoperatorii foarte bune. Tehnicile deschise
sunt destinate, preponderent, cazurilor complicate.

Introducere

Boala de reflux gastroesofagian (BRGE) reprezinta totalita-
tea simptomelor, insotite sau nu de leziuni ale mucoasei eso-
fagiene, care sunt produse de refluxul continutului gastric in
esofag [1-4]. Refluxul gastroesofagian patologic se instaleaza
in incompetenta sfincterului esofagian inferior (SEI) sau/si la
un cleareance esofagian dereglat sau ineficient. Frecvent, re-
fluxul patologic este simptomatic si este insotit de leziuni ale
mucoasei esofagiene [2, 5, 18].

Frecventa bolii in ultimii ani demonstreaza o tendinta evi-
denti spre crestere [6]. In acest context, e notabil faptul c3,
avand In vedere cresterea vertiginoasa a incidentei acestei
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What is not known yet, about the topic

Currently, it has not been established which surgical tech-
niques for the treatment of various forms of esophageal reflux
disease would be the optimal indication, followed by the best
postoperative results.

Research hypothesis

Laparoscopic, endoscopic and endoluminal antireflux sur-
gery, performed at the right time, provides better postoperati-
ve outcomes than the drug therapy of reflux disease, in terms
of recovery duration and complication spectrum.

Article’s added novelty on this scientific topic

Minimally invasive surgical techniques provide better
immediate and late postoperative outcomes. The open tech-
niques are mainly designed for complicated cases of esopha-
geal reflux disease.

Introduction

Gastroesophageal reflux disease (GERD) represents all
symptoms, with or without esophageal mucosal lesions, whi-
ch are produced by the reflux of gastric contents in the eso-
phagus [1-4]. Pathological gastroesophageal reflux installs
in incompetence of inferior esophageal sphincter (SEI) and/
or deregulated or ineffective esophageal cleavage. Frequently,
pathological reflux is symptomatic and is accompanied by le-
sions of the esophageal mucosa [2, 5, 18].

The frequency of the disease, recent years, shows an ob-
vious trend towards growth [6]. In this context, it is notable
that, considering the vertiginous increase in the incidence of



maladii, multi practicieni considera ca daca secolul XX a fost
secolul bolii ulceroase, atunci secolul XXI va fi un secol al BRGE
[7,8,9]. in SUA suferi de BRGE mai mult de 44 mln. De oameni
[1], iar in Franta, BRGE reprezinta una dintre cele mai frecven-
te patologii digestive. Prevalenta globala a esofagitei de reflux
gastroesofagian constituie 3-4% [17]. Esofagita de reflux se
depisteaza la 6-12% dintre pacientii supusi examenului endo-
scopic [10]. in tarile occidentale, refluxul gastroesofagian este
atestat la 360 din 100.000 de locuitori si este responsabil de
75% din cazurile de patologie esofagiana [4, 6, 11].

Pericolul cel mai mare il prezinta nu atat patologia ca atare,
dar complicatiile care pot surveni, deoarece, nu rareori, evolu-
tia BRGE are un caracter agresiv si conduce la un sir de com-
plicatii grave, ca: ulcerul peptic, strictura, brahiesofag, aparitia
esofagului Barrett si dezvoltarea adenocarcinomului [9, 12,
13]. Actualitatea cercetarilor in acest domeniu este conditio-
natd si de posibilitatea asocierii BRGE cu alte maladii ale trac-
tului digestiv. Cea mai frecventd afectiune asociatd este her-
nia hiatald (54,9%), predominanta fiind hernia hiatalad axiala
(HHA) [11, 14]. Aceasta creeaza, prin tulburdrile de statica ale
jonctiunii eso-gastrice, conditiile de aparitie ale refluxului gas-
troesofagian, cu ulterioare consecinte. Actualmente, in lipsa
unui efect de duratd, tratamentul medicamentos poate fi con-
siderat ca o pregatire preoperatorie, capabil sa realizeze remi-
siunea bolii sau ameliorarea situatiilor cauzate de fenomenele
coexistente bolii. ns3, solutia terapeutica radicald a BRGE este
obtinutd prin tratamentul chirurgical, care are rezultate exce-
lente la distantd in peste 80-90% din cazuri [12, 15, 16].

Chirurgia antireflux reprezinta o chirurgie functionalg, iar
realizarea acestor procedee nu este usoara; cu atat mai mult,
implementarea tehnicii laparoscopice a marit semnificativ
posiblitatile chirurgiei jonctiunii esogastrice. Acestea sunt in-
terventii performante, care reduc semnificativ traumatismul
manipulatiilor chirurgicale. Interventiile antireflux, efectuate
prin metoda laparoscopica, sunt operatii de electie, ,standard
de aur” in tratamentul BRGE precum si al herniilor hiatale [4,
5,15, 20].

Material si metode

Studiul reprezintad o analiza retrospectiva a tratamentului
chirurgical, realizat la pacientii cu boala de reflux gastroeso-
fagian, intr-un lot de 421 de pacienti diagnosticati si tratati in
Clinica de chirurgie DECM 1n perioada anilor 2000-2015.

Pacientii cu BRGE au fost spitalizati dupa o serie de exami-
nari (FEGDS, radioscopie baritatd, pH-metrie, esofagomano-
metrie, scintigrafie) si tratamente medicamentoase, efectuate
in conditii de ambulator. Examinarile de ambulator au fost co-
ordonate cu medicul de familie sau/si gastrolog, si s-au inclus
in algoritmul de examinari preoperatorii, destinat fiecarui lot
de pacienti, conform protocolului in vigoare [6].

Exceptie au facut pacientii spitalizati in urgenta, cu dife-
rite complicatii ale BRGE. Odata depistata patologia asociata
BRGE, pacientul a beneficiat de un tratament medical multi-
component de cel putin 4 saptamani, cu exceptia cazurilor de
BRGE complicate, care au necesitat manipulatii interventio-
nale de urgenta. La atimgerea efectului terapeutic scontat, cu
regresarea modificarilor din mucoasa esofagiang, tratamentul

Tratamentul chirurgical al bolii de reflux esofagian

this disease, many practitioners believe that if the 20" century
was the century of ulcer disease, the 21 century would be a
century of GERD [7, 8, 9]. In the US, more than 44 million pe-
ople suffer from GERD [1], in France, GERD is one of the most
common digestive pathologies. The overall prevalence of oe-
sophagitis caused by gastroesophageal reflux is 3-4% [17]. Re-
flux esophagitis is detected in 6-12% of patients undergoing
endoscopic examination [10]. In Western countries, gastroe-
sophageal reflux is attested in 360 out of 100,000 population
and is responsible for 75% of cases of oesophageal pathology
[4,6,11].

The most dangerous is not only pathology as such, but
complications that may occur because, rarely, GERD evolution
is aggressive and leads to a number of serious complications
such as: peptic ulcer, strictures, brahiesophagus, Barrett’s eso-
phagus and the development of adenocarcinoma [9, 12, 13].
The recent research in this field is also conditioned by the pos-
sibility of associating GERD with other digestive tract disea-
ses. The most common affection is hiatal hernia (54.9%), the
axial hiatus hernia (AHH) being predominant [11, 14]. This
creates, through the static disorders of the esogastric junction,
the conditions of occurrence of the gastroesophageal reflux,
with subsequent consequences. Currently, in the absence of a
lasting effect, drug therapy can be considered as a preoperati-
ve preparation, capable of achieving the remission of disease
or improving the conditions caused by the coexisting disea-
se phenomena. However, the radical therapeutic solution of
GERD is obtained through surgical treatment, which has ex-
cellent outcomes in over 80-90% of cases [12, 15, 16].

Antireflux surgery is a functional surgery and the achieve-
ment of these procedures is not easy; even more, the imple-
mentation of laparoscopic technique, significantly increased
the possibilities of esogastric junction surgery. These are per-
forming interventions, which significantly reduce the trauma
of surgical manipulations. The antireflux interventions perfor-
med by the laparoscopic method are “gold standard” elective
operations in the treatment of GERD and hiatal hernia [4, 5,
15, 20].

Material and methods

The study is a retrospective analysis of surgical treatment,
performed in patients with gastroesophageal reflux disease in
a group of 421 patients, diagnosed and treated in the DECM
Surgery Clinic, during 2000-2015.

Patients with GERD were hospitalized after a series of exa-
minations (gastroduodenoscopy, barium radioscopy, pH me-
trics, esophagomanometry, scintigraphy), and drug therapy,
performed outpatient. Outpatient examinations were coordi-
nated with the family doctor and/or gastrologist, and were in-
cluded in the preoperative screening algorithm for each group
of patients, according to the current protocol [6].

The patients hospitalized in emergency, with different
complications of GERD, were the exception. Once detected,
the pathology associated with GERD, the patient received a
multicomponent medical treatment for at least 4 weeks, with
the exception of complicated GERD cases, requiring emergen-
cy interventional manipulation. At the expected therapeutic
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a fost axat pe patologia digestiva concomitenti. in caz de re-
fractaritate, s-a recurs la tratament chirurgical, fie prin abord
clasic, fie miniinvaziv (laparoscopic si endoluminal), simultan,
pentru ambele patologii.

Indicatile la tratament chirurgical al pacientilor cu BRGE:

=  BRGE complicata (stenozd, esofag Barrett, ulcer sau he-

moragie, cancer esofagian);

=  BRGE refractara la tratamentul medical contemporan

antireflux timp de 3 luni sau care fac recidive la 8-12
saptamani dupa finalizarea lui, asociatd de un SEI in-
competent;

= progresarea esofagitei peptice prin aparitia ulceratiilor

sau aparitia sectoarelor de displazie, confirmate histo-
patologic, prin dublu control;

= prezenta patologiilor asociate, care necesita tratament

chirurgical (herniile hiatusului esofagian, in special, her-
nia paraesofagiana, litiaza biliara sau ulcerul gastroduo-
denal);

= tratament de lungd duratd, cu medicamente in doze

mari, sau cei, care din motive socio-economice, nu pot
urma tratamentul medical sau pentru care accesul la
medicatie este dificil, indiferent de modificarile in mu-
coasa esofagianad (in special, la prezenta unui SEI dete-
riorat);

=  tinerii care opteaza pentru un tratament chirurgical, in

locul celui conservator, pe viata;

= BRGE postoperatorie sau recidivanta.

Clasificarea endoscopica Savary-Miller a constituit crite-
riul de stratificare al pacientilor inrolati in 3 forme clinico-
evolutive, la care a fost aplicata o conduita medico-chirurgi-
cala diferita:

= [Ilot-174(61,7%) de pacienti cu BRGE refractara la tra-

tament medical;

= IIlot-45 (14,2%) de pacienti cu BRGE complicata;

= [Illot-202 (25,0%) pacienti cu BRGE asociata.

Forma refractara a BRGE a fost stabilitd la pacientii cu per-
sistenta refluxului patologic simptomatic, dupa cure repetate
de tratament, modificate in diferite scheme terapeutice, ori
agravare clinica sau/si endoscopic3, in pofida eforturilor tera-
peutice prelungite. Termenul minim de tratament a fost de, cel
putin, 8 saptamani, continuu, sau de 12 saptamani, cu anumite
intreruperi.

Varsta pacientilor spitalizati in clinica cu BRGE a fost cu-
prinsd intre 22 si 75 de ani, 57,9% dintre pacienti fiind per-
soane in varsta aptd de muncg, cu o usoara predominare a
barbatilor.

Tratamentul medicamentos (H,-blocatori, gastroprotec-
tori si prokinetice) s-a administrat, obligatoriu, tuturor paci-
entilor, cu exeptia celor cu forme complicate ale BRGE, care au
fost directionati din start catre tratament chirurgical.

Tratamentul chirurgical a fost aplicat la toti pacientii
inclusi in studiu, fiind realizat atat prin metode clasice de
abord chirurgical, cat si prin utilizarea tehnicilor chirurgicale
miniinvazive (endoscopic si endoluminal).

Toti pacientii au fost evaluati clinic si paraclinicla 1,3 si 6
luni dupa interventia chirurgicala. Pacientii au beneficiat de
FEGDS videoasistatd, radioscopie baritata, pH-metrie, esofa-
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effect, with regression of changes in the esophageal mucosa,
the treatment was focused on concomitant digestive patholo-
gy. In case of resistance, it has been appealed to surgical treat-
ment, either by classical or miniinvasive (laparoscopic and
endoluminal), simultaneously for both pathologies.

Indications for surgical treatment of patients with GERD:

= complicated GERD (stenosis, Barrett's esophagus, ulcer

or bleeding, esophageal cancer);

= GERD resistant contemporaneous medical treatment for

3 months or recurrences at 8-12 weeks after finishing
it, associated with an incompetent inferior esophageal
sphincter (IES);

= the progression of peptic oesophagitis through ulcera-

tion or the appearance of dysplasia, histopathologically
confirmed by double control;

= the presence of associated pathologies requiring surgi-

cal treatment (hernias of oesophagial hiatus, paraesoph-
ageal hernia, biliary lithiasis or gastroduodenal ulcer);

= long-term treatment with high-dose medications or

those who, for socio-economic reasons, cannot be
follow the medical treatment or for whom access to
medication is difficult, regardless of changes in the
esophagus mucosa (especially in the presence of and
deteriorated IES);

= young people who choose surgical treatment, instead of

the conservative one, for life;

=  postoperative or recurrent GERD.

Savary-Miller endoscopic classification was the stratifica-
tion criterion for patients included in 3 clinical-evolutionary
forms, with different medical-surgical conduct:

= Igroup - 174 (61.7%) of patients with GERD refractory

on medical treatment;

= II group - 45 (14.2%) of patients with complicated

GERD;

= [l group - 202 (25.0%) patients with associated GERD.

The resistance form of GERD has been established in pa-
tients with persistent symptomatic pathological reflux, fol-
lowing repeated treatment courses, adjusted in different
therapeutic regimens, or clinical and/or endoscopic worse-
ning, despite prolonged therapeutic efforts. The minimum
treatment period was at least 8 weeks, continuously, or 12 we-
eks, with some interruptions.

The age of hospitalized patients with GERD ranged from 22
to 75 years, with 57.9% of the patients being in working age,
with a slight predominance of men.

Drug therapy (H, blockers, gastroprotectors and prokine-
tics) was obligatory administered to all patients, with the ex-
ception of those with complicated forms of GERD, which were
directed from the start to surgical treatment.

Surgical treatment was applied to all patients enrolled in
the study, being performed both by classic methods of surgical
approach and by using miniinvasive surgical techniques (en-
doscopic and endoluminal).

All patients were clinically and paraclinically evaluated at
1, 3 and 6 months after surgery. Patients benefited from video-
assisted gastroduodenoscopy, barium radioscopy, pH metrics,
esophagomanometry. The patients also completed the GERDQ



gomanometrie. De asemenea, pacientii au completat chestio-
narul GERDQ TM. Pentru aprecierea gradului de reflux gastro-
esofagian patologic, a fost folosit scorul DeMeester.

Statistica descriptiva. Datele sunt prezentate drept valori
absolute si relative.

Rezultate

in cazul tratamentului medicamentos, recidiva refluxului
gastroesofagian a survenit peste o luna - in 32,2% de cazuri,
iar peste 6 luni - in 67,8% de cazuri.

Dinamica spitalizarii pacientilor este prezentata in Figura 1.

262
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85
’ 42 .
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Fig. 1 Dinamica spitalizarilor pacientilor cu BRGE.

Varsta pacientilor spitalizati pentru BRGE a fost cu limite mari
cuprinse Intre 22 si 75 ani, cu o medie de varsta de 43 ani. Cea
mai mare parte (57,9%) dintre persoane au fost in varsta apta de
munc3, cu o usoara predominare a sexului masculin.

Boala de reflux gastroesofagian este recunoscuta drept
entitate nozologica aparte si nu se insoteste Intotdeauna de
hernie hiatala, iar hernia hiatald nu determina intotdeau-
na refluxul patologic gastroesofagian [4]. Incepand cu anul
2001 (moment explicat prin aparitia tehnologiilor moderne
de FEGDS - Near Focus, NBI*), am separat pacientii cu BRGE
in doua categorii distincte, In care, primul lot I (n=219) se
referea doar la boala de reflux primara (singulara) si lotul II
(n=202) - la boala de reflux, asociata altor patologii.

Cea mai frecventd asociere a BRGE a fost depistata la paci-
enti cu hernii ale hiatusului esofagian - 111 (54,9%) (Tabelul
1). Herniile hiatale la pacientii cu BRGE au constituit un factor
de gravitate, Indeosebi daca hernia era de dimensiuni medii
sau mari.

Tabelul 1. Patologia tubului digestiv asociatd bolii de reflux gas-
troesofagian.

Patologia n (%)

88 (43,56%)
23 (11,38%)
58 (28,71%)
19 (9,40%)
14 (6,93%)

Hernie hiatald axiala

Hernie hiatald paraesofagiana
Colecistita litiazica

Ulcer gastric sau duodenal

Achalazie

Numarul pacientilor spitalizati pentru BRGE, 1n special a
formei necomplicate, s-a marit pe parcursul anilor, devenind
cea mai semnificativa parte 1n structura patologiei non-onco-
logice a jonctiunii esofago-gastrice (JEG), Figura 2.

Forma non-eroziva (RE gr. 0) a BRGE a fost depistata la
12,35% dintre pacienti, iar esofagitele de reflux de gr. 1-2 au
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TM questionnaire. To assess the degree of pathological gastro-
esophageal reflux, was used the DeMeester score.

Descriptive statistics. The data are presented as absolute
and relative values.

Results

In case of drug therapy, recurrence of gastroesophageal re-
flux has occurred over a month - in 32.2% of cases and over 6
months - in 67.8% of cases.

The dynamics of patient hospitalization is shown in Figure 1.
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Fig. 1 Dynamics of hospitalizations of patients with GERD.

The age of hospitalized patients for GERD was between
22 and 75 years of age, with an average age of 43 years. Most
(57.9%) of the persons were in working age, with a slight pre-
dominance of male gender.

Gastroesophageal reflux disease is recognized as a separa-
te nozological entity and is not always accompanied by hiatal
hernia, and hiatal hernia does not always cause gastroesopha-
geal pathological reflux [9]. Starting with 2001 (explained by
the emergence of modern technologies of gastroduodenosco-
py - magnification, NBI+), we separated patients with GERD
into two distinct categories, in which the first group (n=219)
only referred to primary (single) and the second group
(n=202) - to reflux disease, associated with other pathologies.

The most common association of GERD was found in pati-
ents with hernia of esophageal hiatus - 111 (54.9%) (Table 1).
Hiatal hernias in patients with GERD were a factor of severity,
especially if the hernia was of medium or large size.

Table 1. Pathology of the digestive tract associated with gastro-
oesophageal reflux disease.

Patology n (%)
88 (43.56%)
23 (11.38%)

58 (28.71%)
19 (9.40%)
14 (6.93%)

Axial hiatal hernia.
Paraesophageal hiatal hernia

Lithiazic cholecystitits
Gastric or duodenal ulcer

Achalazia

The number of patients hospitalized for GERD, especially
of the uncomplicated form, has increased over the years, be-
coming the most significant part of the non-oncological pa-
thology of the gastroesophageal junction (GE]), Figure 2.

The non-erosive form (RE gr. 0) of GERD was detected in
12.35% of the patients and the reflux oesophagitis of 1-2 de-
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Fig. 2 Dinamica spitalizarilor pentru diferite forme clinice ale BRGE.

Fig. 2 Dynamics of hospitalizations for different clinical forms of GERD.

fost cele mai frecvente indicatii pentru interventiile chirurgi-
cale (stabilite la 189 de pacienti).

In baza clasificirii Savary-Miller, a fost determinat gru-
pul pacientilor care au beneficiat de tratament endoluminal.
Acestea au fost pacientii cu leziuni extinse sub 50% din cir-
cumferinta esofagului, cu o lungime mai mica de 5,0 cm.

Atitudinea medico-chirurgicala fata de pacientii cu BRGE
complicata a fost diferita. O parte dintre acesti pacienti au
fost spitalizati In regim de urgentd, cu semne de hemoragie
digestiva superioard, anemie posthemoragica sau sindrom al-
gic pronuntat, pe fundal de ulcer esofagian si/sau stenoza a
jonctiunii esofago-gastrice.

Procedeele chirurgicale, utilizate in tratamentul BRGE,
sunt prezentate in Tabelul 2.

Tabelul 2. Interventiile chirurgicale antireflux, efectuate
pacientilor cu BRGE.

Interventii
traditionale

Interventii

Fundoplicatii .
laparoscopice

Total (%)

Nissen-Rossetti 360°
Belsey-Mark IV 360°

64 (36,0%) 69 (281%) 133 (32,0%)
7 (4,0%) - 7 (1,6%)
Toupet 270° 55(31,6%)  32(13,1%) 87 (21,0%)
Lortat-Jacob (modificat) 50 (28,7%) 144 (58,8%) 194 (46,0%)
Total 176 (42,0%) 245 (58,0%) 421 (100%)

Tabelul 3. Formele nozologice ale BRGE complicate.

Complicatii n (%)

Esofagitd peptica ulcerativa 21 (25,9%)

Stenoza peptica 35 (43,2%)

Stenoza peptica postoperatorie 4 (4,9%)
Hernie hiatala voluminoas3, asociata cu stenoza JEG 2 (2,4%)
Esofag Barrett, complicat cu stenoza sau ulcer 10 (12,3%)
Esofag Barrett cu grad inalt de displazie 2 (2,4%)

Recidiva refluxului sau/si a herniei hiatale dupa reinterventii 7 (8,6%)
Total 81 (100%)

gree were the most common indications for surgery (establi-
shed at 189 patients).

Based on the Savary-Miller classification, was determined
the group of patients who received endoluminal treatment.
These were patients with extensive lesions below 50% of the
circumference of the oesophagus, less than 5.0 cm in length.

The medical-surgical attitude towards patients with com-
plicated GERD was different. Some of these patients were
hospitalized in emergency, with signs of superior digestive
bleeding, post-bleeding anemia or intense pain, background
oesophageal ulcer and/or stenosis of the esophageal gastric
junction.

Surgical procedures used in the treatment of GERD are
presented in Table 2.

Table 2. Antireflux surgical interventions performed in patients
with GERD.

Traditional Laparoscopic

Fundoplications . ) ) .
interventions  interventions

Total (%)

Nissen-Rossetti 360°
Belsey-Mark IV 360°
Toupet 270°
Lortat-Jacob (modified)

64 (36.0%) 69 (28.1%)
7 (4.0%) - 7 (1.6%)

55 (31.6%) 32(13.1%) 87 (21.0%)
50 (28.7%) 144 (58.8%) 194 (46.0%)

Total 176 (42.0%) 245 (58.0%) 421 (100%)

133 (32.0%)

Table 3. Nozological forms of complicated GERD.

Complications n (%)
21 (25.9%)
35 (43.2%)

Peptic ulcerative oesophagitis
Peptic stenosis

Postoperative peptic stenosis 4 (4.9%)
Voluminous hiatal hernia, associated with GE]J stenosis 2 (2.4%)
Barrett’s esophagus, complicated with stenosis or ulcer 10 (12.3%)
Barrett’s esophagus with high degree of dysplasia 2 (2.4%)
‘Ff:i;::nce of reflux and/or hiatal hernia after reinter 7 (8.6%)
Total 81 (100%)




In total, au fost spitalizati si operati 81 (19,23%) de pa-
cienti cu forme complicate ale BRGE. In acest lot de pacienti,
s-au realizat interventii chirurgicale rezective, prin abord des-
chis, care, de cele mai multe ori, au fost combinate toraco-ab-
dominal (Tabelul 4).

Lotul pacientilor cu BRGE complicata a fost categoria bol-
navilor care au necesitat o spitalizare mai lunga, care a inclus
atat perioada preopertorie, cu o medie de 7,8 zile, cit si pe-
rioada postoperatorie, mult mai dificila, cu plasarea pacien-
tului in sectia de terapie intensiva pentru cel putin 2-3 zile,
pentru corectia adecvatd a dereglarilor metabolice, survenite
la aceasta categorie de pacienti.

in total, au fost efectuate 35 (8,31%) de interventii rezecti-
ve pentru diferite complicatii ale BRGE, dintre care 23 de ope-
ratii au fost plastii esofagiene.

Tratamentul miniinvaziv (endoscopic, laparoscopic) al for-
melor refractare si complicate ale BRGE a fost implementat pe
larg in clinica, atingand cote importante in ultimii ani (peste
65% din numadrul total de operatii.

Discutii

Chirurgia antireflux este o chirurgie preponderent functi-
onala. Spre deosebire de chirurgia rezectiva, toate structurile
anatomice, disecate in cadrul interventiei, trebuie mentinute
integre si, In plus, acestea, ulterior, vor constitui un complex
valvular, care va functiona In conditii de variabilitate presio-
nala dificil de evaluat.

Asadar, chirurgia antireflux, antrenata in formele necom-
plicate ale BRGE, este o chirurgie de electie, iar chirurgul tre-
buie sa aprecieze gradul de competenta al montajului anti-
reflux intre riscul de recidiva al refluxului gastroesofagian si
riscul de disfagie.

in lipsa unui efect de durata, tratamentul medicamentos
poate fi considerat ca o pregatire preoperatorie, capabil sa
realizeze remisiunea bolii sau sa amelioreze situatiile cauzate
de fenomenele coexistente bolii. Solutia radicald pentru BRGE
este obtinuta prin tratamentul chirurgical, care a avut rezul-
tate bune la distantd, in cadrul studiului nostru, in peste 85%
din cazuri din numarul total de pacienti operati pentru BRGE
necomplicata sila 57% cazuri de BRGE complicata.

Prezentarea clinica a pacientilor inclusi in studiu a fost,
in mare parte, apreciata de forma BRGE. Astfel, In forma ne-
complicatd, cel mai frecvent simptom a fost pirozisul, urmat
de eructatii si durerea retrosternald, pe cand in formele com-
plicate, predominante au fost durerea retrosternala sau epi-
gastrala, disfagia (odinofagia) si, mai rar, pirozis sau eructatia.

In acelasi timp, la 94 (22,32%) dintre pacienti, au fost de-
pistate simptome extraesofagiene. Cele mai frecvente sindroa-
me extraesofagiene au fost cel cardiac, adeseori asociat si her-
niilor hiatale voluminoase, iar cel rinolaringologic, de obicei,
a Insotit refluxul gastroesofagian fnalt. Disfagia persistenta,
scaderea ponderala progresiva, hemoragia digestiva superioa-
ra si anemia au fost simptomele de alarma care, de obicei, au
urgentat spitalizarea si au cerut examinarea complex3, in ve-
derea stabilirii cAt mai rapide a cauzei suferintei sau a compli-
catiei evolutive aparute. Aceste semne clinice au fost depistate
la 39 (12,3%) dintre pacientii cu BRGE complicata: stenoze
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Overall, 81 (19.23%) patients with complicated forms of
GERD have been hospitalized and operated. In this group of
patients, surgical resections were performed through an open
approach, which were often combined with toraco-abdominal
(Table 4).

The group of patients with complicated GERD was the
category of patients requiring longer hospitalization, which
included both the preoperative period with an average of 7.8
days and the postoperative period, much more difficult, with
the placement of the patient in intensive care unit for at least
2-3 days, for adequate correction of metabolic disturbances
appeared in this category of patients.

Overall, 35 (8.31%) of resective interventions were per-
formed for various complications of GERD, of which 23 were
oesophageal plasty.

The miniinvasive (endoscopic, laparoscopic) treatment of
the resistant and complicated forms of GERD, has been widely
implemented in the clinic, reaching significant levels in recent
years (over 65% of total operations).

Discussions

Antireflux surgery is a predominantly functional surgery.
Unlike the resection surgery, all the anatomical structures, dis-
sected during the intervention, must be maintained integrally
and, furthermore, these will form a valvular complex that will
operate under conditions of presumptive variability that is di-
fficult to assess.

Therefore, antireflux surgery, applied in uncomplicated
forms of GERD, is an elective surgery, and the surgeon must
assess the level of competence of the antireflux assembly be-
tween the risk of recurrence of gastroesophageal reflux and
the risk of dysphagia.

In the absence of a long lasting effect, drug therapy can be
considered as a preoperative training, capable of achieving
the remission of the disease, or to improve the situations cau-
sed by the coexisting disease phenomena. Radical solution for
GERD is obtained by surgical treatment, which has had good
results at a distance in our study in over 85% of the total num-
ber of patients operated for uncomplicated GERD and 57% of
complicated GERD cases.

The clinical presentation of the patients, included in the
study, was largely depending by the GERD form. Thus, in un-
complicated form, the most common symptom was pyrosis,
followed by eructations and retrosternal pain, whereas in
complicated forms, predominantly retrosternal or epigastral
pain, dysphagia (and odynophagia) and, rarely, pyrosis or
eructation.

At the same time, 94 (22.32%) of patients had extraeso-
phageal symptoms. The most common extraesophageal syn-
dromes were cardiac, often associated with voluminous hiatal
hernia, and the rhinolaryngologic syndrome usually associa-
ted with high gastroesophageal reflux. Persistent dysphagia,
progressive weight loss, upper digestive bleeding and anemia
were the alarm symptoms that usually have urged hospitali-
zation and required a complex examination to determine, as
quickly as possible, the cause of the suffering or the evoluti-
onary complication that occurred. These clinical signs were
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peptice, ulcer esofagian sau esofag Barrett.

Astfel, aceasta categorie de pacienti pot opta intre existen-
ta unui simptom neplacut, dar suportabil, cum este pirozisul,
sau pentru un procedeu chirurgical, care nu este garantat a fi
100% efectiv, deoarece recidivele postinterventionale au fost
constatate in 2% cazuri. In acest caz, informarea pacientului
despre posibilele esecuri ale interventiei este obligatorie.

In cazul pacientilor cu esofagiti de reflux, determinati de
prezenta in esofag a unui material refluxat combinat, acid si
alcalin, la care au fost certificate incompetenta SEI si la care
tratamentul medicamentos a esuat, este recomandata fundo-
plicatura. Aceasta, deoarece tratamentul medicamentos nu
este capabil sa amelioreze functionalitatea SEI si, de cele mai
multe ori, este cauza principala in aparitia si progresarea re-
fluxului patologic gastroesofagian.

Astfel, chirurgia antireflux poate fi consideratd unica so-
lutie curativda pentru BRGE, mentinuta de un SEI deteriorat.
Pentru pacientii care prezinta aldturi de esofagita si semnele
unei gastrite de reflux alcalin, se recomanda completarea fun-
doplicaturii cu un procedeu de diversie biliara. Procedeele de
prevenire a refluxului alcalin, care au menirea , triplului asalt”
asupra BRGE, sunt mentionate mai frecvent in urmatoarele
tehnici chirurgicale:

= gastroenteroanastomoza pe ansa in Y a la Roux;

= gastroenteroanastomoza pe ansa in Y a la Roux-Tanner;

= interpozitia de ansa jejunald isoperistaltica.

Gastro-enteroanastomoza pe ansa in Y a la Roux ofera cele
mai bune rezultate postoperatoriu, aducand remisia tuturor
simptomelor generate de refluxul duodenogastric. ins3, acest
tip de operatie asociaza si efectele secundare, produse de ansa
Roux: sindromul de staza pe ansa Roux, ulcer, sindromul dum-
ping, diaree etc.

Un procedeu mai fiziologic a fost propus in 1987 de Tom
DeMeester, Karl Fuchs si colab.: duodeno-jejunostomia supra-
papilara (duodenal switch). Asigurand menajarea integritatii
mecanismului antropiloric, aceasta tehnica, practic, este lipsi-
ta de efecte secundare. Asadar, pentru pacientii cu esofagita de
reflux mixt (acid-alcalin), operatia recomandata este duode-
no-jejunostomia suprapapilara, cu un procedeu antireflux (ex.
fundoplicatura Nissen).

Structura interventiilor rezective in studiul nostru a con-
statat o predominare a extirparilor esofagiene cu substitutia
lui, care reprezinta o jumatate (50%) dintre toate operatiile
rezective, fapt ce denota atat severitatea, cat si extinderea
procesului patologic inflamator si/sau cicatricial in peretele
esofagului. In total, au fost realizate 23 de plastii esofagiene.
in 47,8% din cazuri, a fost utilizat ca mijloc de substitutie a
esofagului stomacul. Alegerea data a fost argumentata din mai
multe considerente. in primul rand, stomacul este organul cel
mai aproape de JEG, cu cea mai mica probabilitate de tractiune
si, respectiv, cu un risc scazut al ischemizarii grefei gastrice.
Un alt factor important este vascularizarea stomacului, care
este destul de abundentd, cu doua plexuri importante intra-
parietale - subseros si submucos. in al treilea rand, in substi-
tutia cu stomac, se realiseaza o singura anastomoza si, practic,
operatia respecta tranzitul fiziologic si succesiunea normala a
organelor. De asemenea, bolnavii dupa substitutia cu stomac,
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found in 39 (12.3%) of patients with complicated GERD: pep-
tic stenosis, oesophageal ulcer or Barrett’s esophagus.

This category of patients can choose between the existence
of an unpleasant symptom, but resistible, such as pyrosis, or a
surgical procedure that is not guaranteed to be 100% effecti-
ve, because post-interventional recurrences were found in 2%
of cases. In this case, informing the patient of possible failures
of the intervention is compulsory.

In the case of patients with reflux esophagitis, due to the
presence in the oesophagus of a combined reflux material,
acid and alkaline, in which has been certified IES incompeten-
ce and in which drug therapy has failed, is recommended fun-
doplication. This is because the medical treatment is not able
to improve the IES functionality and, most of the time, is the
main cause of the occurrence and progression of gastroesoph-
ageal reflux disease.

Thus, antireflux surgery can be considered the only cu-
rative solution for GERD, maintained by a damaged IES. For
patients presenting along with esophagitis and signs of an
alkaline reflux gastritis, it is recommended to complete the
fundoplication with a biliary diversity method. Alkaline reflux
prevention processes, which are meant to ,triple assault” on
GERD, are mentioned more frequently in the following surgi-
cal techniques:

= gastroenteroanastomosis on the Y a la Roux loop;

= gastroenteroanastomosis on the Y a la Roux-Tanner
loop;

= isoperistaltic interposition of jejunal loop.

Gastroenteroanastomosis on the Y to Roux loop provides
the best postoperative results, bringing the remission of all the
symptoms generated by duodenogastric reflux. However, this
type of surgery also associates the side effects produced by
Roux loop: stasis syndrome on the Roux loop, ulcer, dumping
syndrome, diarrhea etc.

More physiologically procedure was proposed in 1987, by
Tom DeMeester, Karl Fuchs et al, overlapped duodenal-jeju-
nostomy (duodenal switch). By ensuring the integrity of the
antropyloric mechanism, this technique is practically free of
side effects. Therefore, for patients with mixed reflux (alkali-
ne-acid) esophagitis, the recommended intervention is over-
lapped duodenal-jejunostomy with an antireflux procedure
(eg., Nissen fundoplication).

The structure of the resection interventions, in our study,
found a predominance of oesophageal excision with its sub-
stitution, which represents half (50%) of all resection opera-
tions, which denotes both the severity and the extent of the
inflammatory and or scarring pathological process in the
esophagus wall. Overall, 23 oesophageal plasty were made.
In 47.8% of cases, it was used as a replacing for the esopha-
gus - the stomach. This choice was argued for several reasons.
First, the stomach is the organ closest to GE]J, with the lowest
traction probability and a low risk of gastric graft ischemia,
respectively. Another important factor is the stomach vascu-
lature, which is quite abundant, with two important intrapa-
rietal plexes - subserous and submucosal. Third, replacement
with stomach, is done a single anastomosis and practically the
operation respects the physiological transit and normal organ



reiau mai repede alimentatia perorala, ceea ce constituie un
moment important atat din punct de vedere patofiziologic, cat
si psihologic.

Implementarea tehnicii laparoscopice a marit semnificativ
posiblitatile chirurgiei jonctiunii esogastrice. Acestea sunt in-
terventii performante, care reduc semnificativ traumatismul
manipulatiilor chirurgicale. Interventiile antireflux, efectua-
te prin metoda laparoscopicd, sunt considerate ,standard de
aur” in tratamentul BRGE si al herniilor hiatale.

Tehnicile endoscopice avansate, care permit amplificarea
imaginii si NBI*, au un loc important in aprecierea tacticii me-
dico-chirurgicale a modificarilor mucoasei esofagiene vizua-
lizate. Modificarile mucoasei esofagiene, cu suspectie pentru
mataplazie sau chiar displazie, necesita biopsierea mucoasei
pentru examinare histopatologicd, in vederea excluderii ade-
nocarcinomului JEG. Totodatd, modificarile mucoasei esofagi-
ene sunt, practic, unicul factor sau factorul decisiv in selectia
metodei si al volumului interventiei chirurgicale.

in aceasti ordine de idei, un loc aparte il are caracterul
refluxului, vazut prin prisma pH-metriei, dar si starea functi-
onala a SEJ, apreciata prin esofagomanometrie cu rezolutie in-
alta. Refluxul patologic acid sau mixt (apreciat dupa scorul De
Meester), refractar la tratamentul medicamentos, confirmat
radiologic ca si reflux inalt si agresiv, incompetenta SEI, de-
terminata prin esofagomanometrie de rezolutie inalta (HRM),
clearence esofagian intarziat - sunt criteriile care faciliteaza
alegerea si directioneaza tratamentul spre metoda optimala
de interventie chirurgicala. Desi am acceptat, de la bun ince-
put, clasificarea endoscopica Savary-Miller drept calauza in
aprecierea conduitei medico-chirurgicale in BRGE, experienta
acumulatd de-a lungul anilor ne-a sugerat ca mai exista si alte
caracteristici, care trebuie, de asemenea, luate in consideratie
in aprecierea completa a substratului morfopatologic, mai ales
atunci, cand sunt privite prin prisma tehnologiilor moderne
de diagnostic si tratament miniinvaziv (endoluminal). Astfel,
consideram cad este necesar sa se tina cont atat de raspandirea
procesului patologic la nivelul mucoasei esofagiene (in plan
circumferential si longitudinal), cat si de aprecierea patternu-
lui foveolar al epiteliului la acest nivel.

Concluzii

1) Depistarea precoce a formelor refractare la tratamentul
medicamentos necesita directionarea pacientilor catre chirur-
gia laparoscopica antireflux, pentru evitarea complicatiilor
severe ale BRGE.

2) Implementarea tehnicilor miniinvazive de tratament
(laparoscopice, endoscopice) ofera posibilitati mai ample de
abordare chirurgicala a BRGE, avand rezultate imediate si la
distanta comparabile, iar din unele aspecte, mai bune decat in
cazul operatiilor deschise.

3) Operatiile deschise sunt rezervate complicasiilor BRGE,
reinterventiilor, dar si asocierilor cu ulcerul gastroduodenal.
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sequence. Also, patients after stomach substitution, resume
faster peroral diet, which is an important moment both patho-
physiologically and psychologically.

The implementation of laparoscopic technique, signifi-
cantly increased the potential of esophageal junction surgery.
These are performing interventions, which significantly redu-
ce the trauma of surgical manipulation. Antireflux interven-
tions, performed by the laparoscopic method, are considered
“gold standard” in the treatment of GERD and hiatal hernia.

Advanced endoscopic techniques that allow image enhan-
cement and NBI+, have an important place in assessing the
medical-surgical tactics of the visualized mucosal changes.
Changes in the lining of the oesophagus, suspected for meta-
plasia or even dysplasia require mucosal biopsy for histopa-
thological examination to exclude GE] adenocarcinoma. At the
same time, changes in the oesophageal mucosa are, in fact, the
only factor or decisive factor in the selection of the method
and the surgery volume.

In this context, a special place has the character of reflux,
seen through the pH-metric, but also the functional status
of IES, appreciated by high-resolution esophagomanometry.
Acid or mixed pathologically reflux (assessed by DeMeester
score), resistant to drug therapy, radiologically confirmed as a
high and aggressive reflux, IES incompetence, determined by
high resolution esophagomanometry (HRM), delayed oesoph-
ageal clearance - are the criteria that facilitate our choice and
directs treatment to the optimal surgical procedure. Although,
we have accepted the Savars-Miller endoscopic classification
as a guide in assessing medical and surgical conduct in the
GERD, the experience, gained over the years, has suggested
that there are other characteristics that must also be taken in
consideration of the full appreciation of the morphopathologi-
cal substrate, especially when it is viewed through modern di-
agnostic and miniinvasive (endoluminal) technologies. Thus,
we consider that it is necessary to take into account both, the
spread of the pathological process in the oesophageal mucosa
(circumferential and longitudinal) as well as the evaluation of
the foveolar pattern of the epithelium at this level.

Conclusions

1) Early detection of resistant forms at the drug therapy,
requires patients to be directed to laparoscopic antireflux sur-
gery to avoid severe GERD complications.

2) The implementation of miniinvasive treatment tech-
niques (laparoscopic, endoscopic), offers wider possibilities
of surgical approach to GERD, with immediate and compara-
ble results, and in some aspects better than with open surgery.

3) Open surgery is reserved for the complications of GERD
and reinterventions, but also for associations with gastroduo-
denal ulcer.
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Ce nu este cunoscut, deocamdata, la subiectul abordat

Nu au fost identificate studii comparative ale indicilor epi-
demiologici si ale factorilor de risc ai cazurilor de tuberculo-
za pulmonarad din regiunile cu afectare sporitd din Republica
Moldova si Ucraina.

Ipoteza de cercetare

Caracteristicile inregistrate ale pacientilor cu tuberculoza
pulmonara din regiuni cu stare epidemiologica similard con-
tribuie la dezvoltarea activitatilor, care vor permite reducerea
gradului de risc individual pentru cei susceptibili de a se Im-
bolnavi de tuberculoza.

Noutatea adusa literaturii stiintifice din domemiu

Pacientii din Chisinau (Moldova) si Cernauti (Ucraina) au
aceleasi caracteristici sociale, epidemiologice si biologice, ti-
pice pentru regiunile cu afectare sporita de TBC, fapt care de-
monstreaza necesitatea implementarii activitatilor similare
pentru un control mai bun al bolii.
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What is not known yet, about the topic

There were no identified comparative studies of epidemi-
ological indices and risk factors of pulmonary tuberculosis ca-
ses of high burden regions: Republic of Moldova and Ukraine.

Research hypothesis

Established features that characterise patients with pul-
monary tuberculosis from regions with similar epidemiolo-
gical burden contribute to the development of improvement
activities and preventive measures of individual’s risk to be-
come sick with tuberculosis.

Article’s added novelty on this scientific topic

Patients from Chisinau (Moldova) and Cernivtsy (Ukraine)
have the same social, epidemiological and biological charac-
terstics proper for high TB burden region, that demonstra-
tes the necesity of implementation of similar activities for a
better disease control.
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Rezumat

Introducere. Una dintre cele mai importante actiuni in
controlul tuberculozei este Imbunatatirea conditiilor sociale
si economice, precum si alimentatiei, igienei, conditiilor de
trai si de lucru ale populatiei. Comisia privind Determinantii
Sociali ai Sanatatii sugereaza tuturor tarilor care se confrunta
cu tuberculoza, adresandu-se, In special, sectorului cercetarii,
guvernelor si institutiilor academic, sa implementeze inter-
ventiile orientate spre sanatate, drept fiind cele mai puternice
eforturi potentiale in controlul tuberculozei. Astfel, conform
cerintelor OMS, scopul studiului a fost evaluarea comparati-
va a cazurilor de tuberculoza pulmonara diagnosticate si in-
registrate la Chisindu (Moldova) si Cernauti (Ucraina), pentru
identificarea masurilor de imbunatatire a conditiilor civile si
prevenirea riscului de imbolnavire a individului.

Material si metode. A fost efectuat un studiu descriptiv,
randomizat, selectiv, retrospectiv al factorilor de risc pentru
dezvoltarea TBC, managementului cazurilor, caracteristicilor
clinico-radiologice si rezultatului tratamentului a 953 de ca-
zuri pulmonare nou-diagnosticate in doua regiuni transfron-
taliere, care se confrunta cu TBC: 385 de cazuri noi din orasul
Chisinau si din suburbii (Moldova) si 568 de cazuri noi - din
regiunea Cernauti (Ucraina). Criteriile de includere au fost:
varsta >18 ani, caz nou de tuberculoza pulmonara diagnosti-
cat de ftiziolog, consimtamantul informat. Grupul din Moldova
ainclus pacienti diagnosticati si gestionati terapeutic in cadrul
institutiilor medicale specializate - Spitalului Municipal de
Pneumoftiziologie si unitatile specializate de Asistentd Medi-
cala Primara in perioada 01.01.2015-31.12.2015. Grupul din
Cernduti a inclus 568 de pacienti cu TBC pulmonar3, selectati
aleatoriu din Dispensarul Cernduti in perioada 01.01.2015-
31.12.2015. Evaluarea epidemiologica comparativa a indicilor
majori a implicat si utilizarea de date statistice oficiale.

Rezultate. Caracteristicile sociale, economice si epidemi-
ologice ale pacientilor cu tuberculoza pulmonara din doua re-
giuni, care se confrunta cu TBC, au identificat grupuri de risc
similare pentru dezvoltarea tuberculozei active. Acestea sunt
grupuri de risc social - persoane neangajate si cu venituri fi-
nanciare scazute, persoane care traiesc in conditii dificile,
pacienti cu boli specifice, care suprima raspunsul imun, per-
soane aflate in pericol epidemiologic sporit. Evaluarea datelor
managementului a stabilit cd, in ambele regiuni, majoritatea
pacientilor au fost detectati de medicii de familie, o treime din-
tre bolnavi fiind microscopic pozitivi.

Concluzii. Populatiile vizate pentru screening-ul activ in
ambele tari trebuie sa includa grupurile de risc social, grupu-
rile specifice si cele aflate in pericol epidemiologic. Sprijinul
comunitar, constientizarea, masurile de screening selectiv si
de aderare trebuie sa fie implementate in ambele regiuni care
se confruntd cu TBC, luand in consideratie caracteristicile si-
milare ale pacientilor.

Cuvinte cheie: tuberculoza, factori de risc, statut socio-
economic.
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Abstract

Introduction. One of the most important action in tu-
berculosis control represents the improvement of social and
economic conditions, as well as nutrition, hygiene, housing
and working state of the population. Commission on Social
determinants of Health suggests to all tuberculosis burden
countries, especially targeting research sector, governments
and academia institutions to implement health-oriented in-
terventions, as being the most powerful potential efforts in
tuberculosis control. So, according to WHO requirements
the aim of the study was comparative assessment of pulmo-
nary tuberculosis cases diagnosed and registered in Chisinau
(Moldova) and Chernivtsi (Ukraine) for identification of im-
provement measures for civil conditions and prevention of
individual’s risk to become sick.

Material and methods. It was performed a retrospective,
selective, randomized, and descriptive study of risk factors for
development of TB, case management, clinical-radiological
features and treatment outcome of 953 new pulmonary cases
diagnosed in two high TB burden trans-border regions: 385
new cases were from Chisinau city and suburbs villages (Mol-
dova) and 568 new cases - from Chernivtsi County (Ukraine).
Inclusion criteria were: age >18 years old, new case with pul-
monary TB diagnosed by the specialist in phtysiology, signed
informed consent. The Moldovan group included patients di-
agnosed and therapeutically managed in the frame of medical
specialized organizations Municipal Hospital of Pneumoph-
tysiology and specialized units of Primary Health Care dur-
ing 01.01.2015-31.12.2015. Chernivtsi group included 568
patients with pulmonary TB cases randomly selected from
Chernivtsi Dispensary during 01.01.2015-31.12.2015. The
comparative epidemiological assessment of major indices in-
volved official statistical data.

Results. The social, economic, epidemiological character-
istics of patients with pulmonary tuberculosis from two high
TB burden regions identified similar high risk groups for de-
veloping active tuberculosis: social risk groups — unemployed
and persons with low financial income, persons living in poor
conditions, patients with specific conditions that suppress
the immune response, individuals in high epidemiological
danger. Assessment of management data established that in
both regions the most of patients were detected by general
practitioners, one third of groups being microscopic positive.

Conclusions. Target groups for active screening in both
countries must include social risk groups, specific and epide-
miological endangered groups. Community support, aware-
ness, selective screening and adherence measures must be
implemented in both high TB burden regions considering the
same characteristics of patients.

Key words: tuberculosis, risk factors, socio-economic sta-
tus.



Introducere

Tuberculoza reprezintd un exemplu clasic de boala infecti-
oasa legatd de determinantii sociali ai sanatatii [1]. Ca termen
de sandtate publicd - determinantii sociali reprezintd un set
de factori care contribuie la definirea sociala a sanatatii, a ma-
ladiei sau a bolii In care sunt mentionate determinantii colec-
tivi [2]. A fost constatat cd declinul indicilor epidemiologici ai
tuberculozei se datoreaza mai degraba imbunatatirii conditii-
lor sociale si economice decat progreselor clinice [3]. In plus,
s-a constatat cd Imbunatatirea alimentatiei, igienei, conditii-
lor de trai si munca in tarile inalt dezvoltate au contribuit la
progresul sistemului de sanatate, mai evident in consolidarea
controlului tuberculozei [4].

In acest context, Comisia OMS privind Determinantii Soci-
ali ai Sanatatii a sugerat tuturor tdrilor care se confrunta cu
TBC, in special adresandu-se sectorului cercetdrii, guvernelor
si institutiilor academice, sda implementeze interventiile ori-
entate spre sanatate, drept fiind cele mai puternice eforturi
potentiale in actiunile de control al tuberculozei. Analiza in-
ternationala a identificat cd, in majoritatea statelor cu veni-
turi ridicate, combinarea dezvoltarii industriale cu utilizarea
medicamentelor anti-TBC, asociata imbunatatirii sociale si a
infrastructurii, a contribuit la scaderea drastica a indicilor tu-
berculozei [1]. Pe de alta parte, in tarile cu venituri mici si cu
venituri medii, in ciuda imbunatatirii optiunilor de diagnostic
si de tratament, datorita determinantilor sociali majori necon-
siderati, populatia continua sa fie vulnerabila la bolile infecti-
oase, in special la bolile asociate saraciei [4, 5].

Conform estimarilor OMS, Republica Moldova (MDA) ra-
mane o zond cu risc sporit, avind o preocupare inadecvata
referitor la determinantii sociali, care reprezinta principala
bariera 1n atingerea Obiectivelor de Dezvoltare ale Mileniului,
legate de sanitate [6]. In procesul actual de globalizare, MDA
este tara cea mai slab dezvoltata din punct de vedere eco-
nomic din Regiunea Europei de Est [7]. Conform clasificarii
Agentiei Bancii Mondiale, MDA este definita ca tara cu venituri
medii, categoria inferioara, cu un Produs Intern Brut de 7,962
miliarde de dolari in 2014 si o populatie de 3 milioane 556
de mii de persoane. Cu un Produs Intern Brut (PIB) total de
8,178 miliarde de dolariin 2014 si un PIB pe cap de locuitor de
4,177 dolari, MDA prezinta o rata mare de inflatie (5,1-10,0%
anual), care agraveaza continuu starea economica a populati-
ei. In pofida diminudrii continui a ponderii populatiei sirace:
2009 - 26,3%, 2010 - 21,9%, 2011 - 17,5%, 2012 - 16,6%,
2013 - 12,7%, nu s-a constatat o tendinta similara in indicii
epidemiologici ai bolilor legate de sardcie, iar acest fapt pune
in pericol securitatea sistemului de sandtate publica [8, 10].

Astfel, scopul studiului a fost evaluarea comparativa a ca-
zurilor de tuberculoza pulmonard, diagnosticate si inregistra-
te in municipiul Chisindu si regiunea Cernauti pentru identifi-
carea activitatilor de imbunatatire si masurilor de prevenire a
riscului de imbolnavire a individului.

Obiectivele studiului:

1) evaluarea comparativa a indicior epidemiologici inregis-
trati In doua regiuni transfrontaliere care se confrunta cu TBC
- municipiul Chisindu si regiunea Cernduti, in 2015;
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Introduction

Tuberculosis represents a classic example of an infectious
disease linked with social determinants of the health [1]. As
a public health term - social determinants represents a set of
factors, that constribute to the social definition of health, dis-
ease or illness in which are referred collective determinants
[2]. It was established that the decline of tuberculosis epide-
miological indices are attributed to the improving of social
and economic conditions, rather than to the clinical advances
[3]. Additionaly, it was identified that the improvement of the
nutrition, hygiene, housing and working conditions in highly
developed countries contributed to health care progress,
more evident in strengthen tuberculosis control [4].

In this context, WHO Commission on Social determinants
of Health suggested to all TB burden countries, especially tar-
geting research sector, governments and the academia insti-
tutions to implement health-oriented interventions, as being
the most powerful potential efforts in tuberculosis control
actions. International review identified that in majority high-
income states, the combination of the industrial development
with the use of anti-TB drugs, associated to the social and in-
frastructure improvement contributed to the dramatic drop of
tuberculosis indices [1]. By the other side, in low-income and
middle-income countries, despite of improvement of diagnos-
tic and treatment options, the major unaddressed social de-
terminants make their population continously vulnerable to
the infectious diseases, especially to poverty-related diseases
[4, 5].

According to the WHO estimations, Republic of Moldova
(MDA) remains a high risk zone showing an inadequate con-
cern regarding social determinants, that represent main barri-
er to achieve the health related Millenium Development Goals
[6]. In the actual globalizational process, MDA is the less eco-
nomicaly developed country from the Eastern European Re-
gion [7]. According to the classification of World Bank Agency,
MDA is defined a lower-middle income country, with a Gross
Domestic Product of $7.962 bilion in 2014 and a population of
3 milion 556 hundred individuals. With a total Gross Domestic
Product (GDP) of $8.178 bilion in 2014, and GDP per capita
$4.177, MDA shows a big rate of inflation (5.1-10% anually),
that continously worsens the economical state of the popula-
tion. Despite of a continuous diminishing of the poverty head-
count ratio: 2009 - 26.3%, 2010 - 21.9%, 2011 - 17.5%, 2012
-16.6%, 2013 - 12.7% there was not found a similar tendency
in the epidemic indices of poverty-related diseases, and this
fact endanger the security of public health system [8, 10].

So, the aim of the study was comparative assessment of
pulmonary tuberculosis cases diagnosed and registered in
Chisinau city and Chernivtsi region for identification of im-
provement activities and prevention measures of individual’s
risk to become sick.

The objectives were:

1) comparative assessment of epidemiological indices reg-
istered in two high TB burden trans-border regions - Chisinau
city and Chernivtsi region in 2015;



Pulmonary tuberculosis assessment (Moldova vs. Ukraine)

2) evaluarea factorilor de risc demografic, socio-economic
si epidemiologic ai pacientilor noi cu tuberculoza pulmonara
din municipiul Chisinau si regiunea Cernauti;

3) studiul managementului cazului, aspectelor clinice, as-
pectelor radiologice si rezultatului tratamentelor cazurilor de
tuberculoza pulmonara din municipiul Chisindu si regiunea
Cernauti.

Material si metode

A fost efectuat un studiu descriptiv, randomizat, selectiv,
retrospectiv al factorilor de risc pentru dezvoltarea TB, ma-
nagementului cazurilor, caracteristicilor clinico-radiologice si
rezultatului tratamentului a 953 de cazuri pulmonare noi dia-
gnosticate In doua regiuni transfrontaliere, care se confrunta
cu TBC: 385 de cazuri noi din orasul Chisinau si din suburbii si
568 de cazuri noi - din regiunea Cernauti.

Criteriile de includere au fost: varsta >18 ani, caz nou de
tuberculoza pulmonara, diagnosticat de ftiziolog, consimta-
mantul informat.

Grupul din Moldova a inclus pacienti diagnosticati si ges-
tionati terapeutic in cadrul institutiilor medicale specializate
din orasul Chisindu (Spitalului Municipal de Pneumoftiziolo-
gie si unitati specializate de Asistenta Medicald Primara) in
perioada 01.01.2015-31.12.2015.

Grupul Cernauti a inclus 568 de pacienti cu cazuri de TBC
pulmonara, selectati aleatoriu din Dispensarul Cernauti din
Ucraina, in perioada 01.01.2015-31.12.2015.

Au fost utilizate metode de colectare sociald, epidemiologi-
ca. S-a efectuat o analiza statistica descriptiva.

Rezultate

Conform datelor oficiale, publicate in 2015, a fost inregis-
trata o diferentd evidenta intre ambele tari: In cazul MDA, in-
cidenta globala a fost de 80,7/100.000 de populatie (2.870 de
cazuri noi si recidive de tuberculoza) si in UA - 63,3/100.000
de populatie (27,087 cazuri noi si recidive de tuberculoza) [9].

In ambele regiuni, Chisindu si Cernauti, acelasi indice a
fost mai mic, comparativ cu Intreaga tara: 71,1/100.000, la
Chisinau si 48,8/100.000, la Cernauti, care demonstreaza un
control mai bun al bolii. Prevalenta a fost similara in ambele
tari: 86,4/100.000, in MDA si 84,7/100.000, in UA. Prevalenta
la Chisinau a fost mai mare decat la Cernauti: 100,0/100.000,
fata de 83,3/100.000 de locuitori. Incidenta cazurilor noi a
fost aproape identica in ambele tari: 64,6/100.000 in MDA si
55,9/100.000, in UA. Rata mai scazuta a incidentei “cazuri-
lor noi” a fost inregistrata In ambele regiuni transfrontaliere:
53,9/100.000, la Chisindu si 40,1/100.000 la Cernduti. Mortali-
tatea a fost nesemnificativ mai mare in UA: 10,0/100.000, com-
parativ cu 8,8/100.000 populatie, In MDA, precum si la Cerna-
uti - 7.6/100.000 populatie, fatd de 6.9/100.000 populatie - la
Chisindu (Tabelul 1).

Repartizarea pe sexe a pacientilor a evidentiat predomi-
nanta barbatilor fata de femei In ambele grupuri, cu un raport
barbati/femei de 2,53:1, la Chisindu. Aceeasi distributie pe
sexe a fost observatd la Cernauti, cu raportul barbati/femei de
3,69:1. Comparand rata barbatilor, se observa predominanta
lor in regiunea Cernauti. Repartitia pacientilor pe grupe de
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2) evaluation of demographic, socio-economic and epi-
demiological risk factors of new pulmonary tuberculosis pa-
tients from Chisinau city and Chernivtsi region;

3) study of case-management, clinical aspects, radiological
aspects and treartment outcome of pulmonary tuberculosis
cases from Chisinau city and Chernivtsi region.

Material and methods

It was performed a retrospective, selective, randomized,
and descriptive study of risk factors for development of TB,
case management, clinical-radiological features and treat-
ment outcome of 953 new pulmonary cases diagnosed in two
high TB burden trans-border regions: 385 new cases were
from Chisinau and suburbs villages, and 568 new cases - from
Chernivtsi County.

Inclusion criteria were: age >18 years old, new case with
pulmonary TB diagnosed by the phtysiopneumologist, signed
informed consent.

The Moldovan group included patients diagnosed and
therapeutically managed in the frame of medical specialized
organizations of Chisinau City (Municipal Hospital of Pneu-
mophtysiology, and specialized units of Primary Health Care)
in the period of 01.01.2015-31.12.2015.

Chernivtsi group included 568 patients with pulmonary
TB cases, randomly selected from Chernivtsi Dispensary of
Ukraine in 01.01.2015-31.12.2015.

There were used social, epidemiological collection meth-
ods. Was performed descriptive statistical analysis.

Results

According to the official published data in 2015 it was reg-
istered an evident difference between both countries: in MDA
the global incidence was 80.7/100.000 population (2.870 new
and relapsed tuberculosis cases) and in UA 63.3/100.000 pop-
ulation (27.087 new and relapsed tuberculosis cases) [9].

Inbothregions, Chisinau and Chernivtsi the same index was
lower comparing with the entire country: 71.1/100.000 in Chi-
sinau and 48.8/100.000 in Chernivtsi demonstrating a better
disease control. The prevalence was similar in both countries:
86.4/100.000 in MDA and 84.7/100.000 in UA. The prevalence
in Chisinau was higher than in Chernivtsi: 100.0/100.000
comparing with 83.3/100.000 population. Incidence of new
cases was almost the same in both countries: 64.6/100.000
in MDA and 55.9/100.000 population in UA. Lower rate of
“new case” incidence was registered in both transborder re-
gions: 53.9/100.000 in Chisinau and 40.1/100.000 popula-
tion in Chernivtsi. Mortality was insignificantly higher in UA
10.0/100.000 comparing with 8.8/100.000 population in
MDA, as well as in Chernivtsi 7.6/100.000 population compar-
ing with 6.9/100.000 population in Chisinau (Table 1).

Distributing patients according to their sex it was noticed
the predominance of men vs. women in both groups with a
male/female ratio 2.53:1 in Chisinau. The same gender distri-
bution was noted in Chernivtsi, with male/female ratio 3.69:1.
Comparing the rate of men it was observed their predomi-



Tabelul 1. Indicii epidemiologici ai tuberculozei in MDA si in UA in
2015.
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Table 1. Epidemiological indices of tuberculosis in MDA and UA in
2015.

Parametrii Chisinau Cernauti Parameters Chisinau Chernivtsi
Incidenta generald, (abs) 100.000 579 (71,7) 443 (48,8) General incidence, (abs) 100,000 579 (71.7) 443 (48.8)
Prevalenta, (abs) 100.000 808 (100,1) 760 (83,8) Prevalence, (abs) 100,000 808 (100.1) 760 (83.8)
Incidenta cazurilor noi, (abs) 100.000 435 (53,9) 364 (40,1) Incidence of new cases, (abs) 100,000 435 (53.9) 364 (40.1)
Mortalitatea, (abs) 100.000 56 (6,9) 69 (7,6) Mortality, (abs) 100,000 56 (6.9) 69 (7.6)
Parametrii Moldova Ucraina Parameters Moldova Ukraine
Incidenta generald, (abs) 100.000 2870 (80,7) 27087 (63,3) General incidence, (abs) 100,000 2870 (80.7) 27087 (63.3)
Prevalenta, (abs) 100.000 3073 (86,4) 36200 (83,8) Prevalence, (abs) 100,000 3073 (86.4) 36200 (83.8)
Incidenta cazurilor noi, (abs) 100.000 2299 (64,6) 23896 (55,9) Incidence of new cases, (abs) 100,000 2299 (64.6) 23896 (55.9)
Mortalitatea, (abs) 100.000 314 (8,8) 4602 (10,2) Mortality, (abs) 100,000 314 (8.8) 4602 (10.2)

varstd, In conformitate cu recomandarile OMS, a identificat
prevalenta pacientilor din subgrupele de varsta reproductiva
(18-44 de ani) in ambele esantioane: 223 (57,92%) - in grupul
Chisinau si 307 (54,05%) - in grupul Cernauti. Grupul moldo-
venesc a fost analizat in functie de caracteristicile demografi-
ce. Din zonele rurale ale municipiului Chisinau, au fost iden-
tificati 102 pacienti, iar in raioanele urbane - 283 de pacienti
(rata rurala/urbana - 1:2,77). Distribuindu-i pe sexe, au fost
identificati mai multi barbati decat femei in mediul rural: 76
(74,51%) de barbati fata de 26 (25,49%) de femei, raportul
barbati/femei - 2,92:1, comparativ cu districtele urbane - 193
(68,19%) barbati versus 90 (31,81%) femei, rata barbati/fe-
mei - 2,14/1. Prin urmare, distribuirea pacientilor in functie
de parametrii biologici a demonstrat c3, mai mult barbatii de-
cat femeile, si indivizii mai tineri decat cei mai in varsta, tre-
buie sa fie vizati de metodele de screening, in ambele regiuni
studiate.

Tabelul 2. Repartizarea pacientilor pe sexe si varsta.

nance in Chernivtsi County. The repartition of the patients by
age groups according to the WHO recommendations identi-
fied the prevalence of patients from the reproductive age sub-
groups (18-44 years) in both samples: 223 (57.92%) in Chi-
sinau group and 307 (54.05%) in Chernivtsi group. Moldovan
group was analyzed according to the demographic character-
istics. From rural areas of Chisinau city were identified 102 pa-
tients, and in urban districts - 283 patients (rural/urban rate
1:2.77). Distributing them by sex it was identified more men
than women in rural area: 76 (74.51%) men vs. 26 (25.49%)
women, men/women rate 2.92:1, comparing with urban dis-
tricts - 193 (68.19%) men vs. 90 (31.81%), men/women rate
2.14/1. So, distributing patients according to the biological
parameters it was demonstrated that more men than women
and more young than older individuals must be targeted by
the screening methods in both high burden regions.

Table 2. Distribution of patients by their sex and age.

Grupul Chisinau

Grupul Cernduti

Parametrii
n=385 (P+SE%) n=568 (P+SE%)

Barbati 276 (71,68+2,29) 447 (78,68+1,71) 0,0029
Femei 109 (28,31+2,29) 121 (21,31+1,71) 0,0029
18-24 ani 42 (10,90+1,58) 31 (5,45+0,95) 0,00089
25-34 ani 85 (22,08+2,11) 102 (17,95+1,61) 0,00198
35-44 ani 96 (24,93+2,21) 174 (30,63+1,93) 0,0093
45-54 ani 73(18,96+1,99) 135 (23,76+1,78) 0,0135
55-64 ani 52(13,51£1,74) 86 (15,14+1,51) 0,0588
>65 ani 37 (9,61+1,51) 40 (7,04£1,07) 0,0348

Chisinau group

Chernivtsi group

Parameters
n=385 (P+SE%) n=568 (P+SE%)

Men 276 (71.68+2.29) 447 (78.68+1.71) 0.0029
Women 109 (28.31£2.29) 121 (21.31£1.71) 0.0029
18-24 years 42 (10.90£1.58) 31 (5.45+0.95) 0.00089
25-34 years 85 (22.08+2.11) 102 (17.95+1.61) 0.00198
35-44 years 96 (24.93£2.21) 174 (30.63£1.93) 0.0093
45-54 years 73(18.96+1.99) 135 (23.76+1.78) 0.0135
55-64 years 52(13.51+1.74) 86 (15.14+1.51) 0.0588
>65 years 37 (9,61+1,51) 40 (7,04£1,07) 0,0348

Note: Teste statistice aplicate: testul exact Fisher. P - probabilitate, SE - ero-
are standard.

Distributia pacientilor in functie de statutul economic a
stabilit ca persoanele angajate, care contribuie la bugetul pen-
tru sanatate prin plata impozitelor, a asigurarilor de sanatate
si a impozitelor sociale, au reprezentat a patra parte din gru-
pul moldovenesc si a treia parte din grupul ucrainean. O patri-
me a primit asistentd medicala specializatd, fiind pensionari,
persoane cu handicap sau studenti, in MDA si doar o zecime
- 1n UA. O jumatate din ambele grupuri a fost reprezentata de
persoane neagajate, fara venituri financiare personale pentru
trai.

Note: Applied statistical test: Fisher exact test, P - probability, SE - standard
error.

Distributing patients according to the economic status, it
was established that employed persons, which are contribut-
ing to the health budget by paying taxes, health insurance pol-
icy and social taxes were the fourth part of Moldavian group
and the third part of the Ukrainian group. One fourth received
specialized health care as being retired, disabled persons or
student in MDA and only one tenth in UA. One half of both
groups were unemployed, without any personal financial in-
come for living.
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Tabelul 3. Statutul socio-economic al pacientilor cu tuberculoza
pulmonara.
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Table 3. Socio-economic status of patients with pulmonary tuber-
culosis

Indicii eco- s Grupul Chisinau Grupul Cernauti
o tatut
nomict n=385 (P+SE%) n=568 (P+SE%)
Stabil Angajat 96 (24,93+2,21) 210 (36,97£2,02) 2,5E

Inapt 15 (3,89+0,98) 0 1,06E%
Pensionar 41 (10,65+1,57) 70(12,32+1,38) 0,0606
Student 22 (5,71+1,18) 11 (1,93+0,58) 0,0012

Vulnerabil Neangajat 211 (54,81+2,53) 277 (48,76+2,09) 0,0099
Lipsa 196 (50,91+2,54) N/A -
asigurarii

Note: Test statistic aplicat: testul exact Fisher, P - probabilitate, SE - eroare
standard,

Asigurarea in sanatate reprezinta conditia majora pentru
accesul la asistentd medicald in MDA. Jumatate din cazurile din
Chisindu au inclus pacienti neasigurati, Avand in vedere aces-
te rezultate raportate, mass-media trebuie sa sensibilizeze po-
pulatia generala, subliniind ca Ingrijirea medicald specializata,
accesibilitatea completa la toate instrumentele de diagnostic
asociate si tratamentul specific pentru tuberculoza sunt gra-
tuite pentru toti cetatenii moldoveni, indiferent de statutul lor
de asigurare 1n sanatate.

Evaluand nivelul educational, s-a stabilit ca o treime dintre
pacientii investigati in MDA au absolvit scoala secundara sau
liceul si o treime - scoala profesionala. O treime din cazuri au
absolvit numai scoala primara sau scoala elementard, incom-
plet. In UA, majoritatea pacientilor au absolvit scoala generala,
iar o minoritate - scoala generald, incomplet, sau scoala pro-
fesionald. Comparand rata pacientilor cu nivel secundar de
invatdamant incomplet din ambele regiuni, s-a stabilit o rata
mai mare la grupul Chisinau; rata pacientilor cu scoalad gene-
rala si studii superioare - mai mare in grupul Cernauti si rata
pacientilor cu grad profesional - mai inalt in grupul Chisinau.
Astfel, constientizarea si informarea cu privire la semnele bo-
lii, precum si educatia pentru masurile de reducere a riscuri-
lor persoanelor cu un nivel scazut de educatie, sunt cele mai
importante instrumente care trebuie indeplinite de institutiile
societdtii civile si ar putea Imbunatati controlul TBC la nivel
comunitar, In ambele regiuni. Datele expuse sunt prezentate
in Tabelul 4.

Tabelul 4. Distributia pacientilor conform ultimului nivel absolvit.

Economi- Chisinau group  Chernivtsi group

cal indices > n=385 (P+SE%) n=568 (P+SE%)

Stable Employed 96 (24.93+2.21) 210 (36.97+2.02) 2.5E
Disable 15 (3.89+0.98) 0 1.06E°
Retired 41 (10.65x1.57) 70 (12.32+1.38) 0.0606
Student 22 (5.71£1.18)  11(1.93%0.58)  0.0012

Vulnerable Unemployed 211 (54.81+2.53) 277 (48.76£2.09) 0.0099
Lack of inssu- 196 (50.91+2.54) N/A -
rance

Note: Applied statistical test: Fisher exact test, P - probability, SE - standard
€error.

Health insurance represents the major condition for ac-
cessing health care in MDA. Uninsured patients were one half
of cases from Chisinau. Considering these reported results,
mass media must raise awareness in the general population,
emphasizing that specialized health care, full accessibility to
all related diagnostic tools and specific treatment for tubercu-
losis is free of charge for all Moldavian patients regardless of
their health insurance status.

Assessing the educational level it was established that
one third of MDA investigated patients graduated second-
ary school or lyceum and one third professional school. One
third of cases graduated only primary or incomplete elemen-
tary school. In UA the majority of patients graduated general
school and less of them graduated incomplete general school
or professional school. Comparing the rate of patients with
incomplete secondary level of education from both regions
it was established a bigger rate in Chisinau group, the rate of
patients with completed general school and superior studied
higher in Chernivtsi group and the rate of patients with pro-
fessional degree higher in Chisinau group. So, awareness and
information about disease signs as well as education for risk
reduction measures of persons with low degree of education
are the most important tools that must be performed by the
civil society organizations and could improve the TB control
at the community level in both regions. Exposed data are re-
vealed in the Table 4.

Table 4. Distribution of patients according to the last graduated
level.

Grupul Chisindu  Grupul Cernauti
n=385 (P+SE%) n=568 (P+SE%)

Nivelul Statutul
Educational Educational

Educatio- Educational sta- Chisinau group  Chernivtsi group
n=385 (P+SE%) n=568 (P+SE%)

nal level  tus

Analfabet  Absentascolii 6 (1,56+0,63) 0 0,0042
Primar Scoala primara/ 106 (27,53+2,28) 76 (13,38+1,43) 3,06
generala
incompleta
Secundar  Scoala generald 126 (32,72+2,39) 344 (60,53+2,05) 1,16E"
completa
Scoala 101 (26,23+2,24) 48 (8,45+1,17)  1,32E™

profesionala
Superior Studii
superioare

37(9,62+1,51) 100 (17,06£1,59) 0,00016

Illiteracy  No school at- 6(1,56+0,63) 0 0,0042
tendance

Primary  Primary&general 106 (27,53+2,28) 76 (13,38+1,43) 3,06
incomplete
school

Secondary Completed ge-
neral school

126 (32,72+2,39) 344 (60,53+2,05) 1,16E"

Profesional
school
Superior  Superior studies 37 (9,62+1,51)  100(17,06+£1,59) 0,00016

101 (26,23%2,24) 48 (8,451,17)  1,32E™

Note: Test statistic aplicat: testul exact Fisher. P - probabilitate, SE - eroare
standard.

Note: applied statistical test: Fisher exact test, P - probability, SE - standard
error.



lerarhizarea grupurilor de risc, in conformitate cu cea mai
mare rata a pacientilor, a identificat faptul ca impactul major
asupra dezvoltarii TBC pulmonara activa in MDA determina:
starea economica vulnerabild (neangajatii, studentii, pensi-
onarii si invalizii - o jumatate din grup), nivelul educational
jos (o treime din grup), conditiile proaste de trai (o treime
din grup), bolile asociate (o treime din grup), saracia extre-
ma - vagabonzii (a zecea parte), migratia (a zecea parte) si
abuzul de alcool (a cincea parte). Pe de alta parte, rata maxi-
ma a pacientilor din grupul UA a identificat faptul ca impactul
major asupra dezvoltarii TBC pulmonare active determina:
subgrupurile economice vulnerabile (o jumatate din grup),
conditiile proaste de trai (o jumatate din grup), bolile asociate
(o jumatate din grup), abuzul de alcool (o cincime din grup).
Este important de retinut ca statutul HIV pozitiv l-au posedat
o treime dintre pacientii din MDA cu afectiuni comorbide si
16,97% - din grupul UA. Astfel, evaluarea de mai sus a stabi-
lit grupurile-tinta principale in cadrul carora trebuie realizata
constientizarea, educatia si imbunatatirea comportamentului
de sdnatate In ambele regiuni. Aceste grupuri includ subpo-
pulatiile vulnerabile din punct de vedere social si economic,
grupurile comorbide si abuzatorii de alcool. De asemenea,
pentru esantionul MDA, sunt migrantii si vagabonzii. in cadrul
acestor grupuri, metodele de screening pentru TBC sunt cele
mai eficiente.

Tabelul 5. Rata grupurilor cu risc inalt.

Evaluarea tuberculozei pulmonare (Moldova vs. Ucraina)

Hierarchy of risk groups according to the widest rate of pa-
tients identified that the biggest impact on the developing of
active pulmonary TB in MDA determines: vulnerable economi-
cal state (unemployed, students, retired and disabled were one
half of group), low educational level (one third of group), liv-
ing in poor conditions (one third of group), associated diseas-
es (one third of group), extreme poverty - homelessness (the
tenth part), migration (the tenth part) and alcohol abuse (the
fifth part). By the other side the widest rate of patients from
UA group identified that the biggest impact on the developing
of active pulmonary TB in determines economical vulnerable
subgroups (one half of group), living in poor conditions (one
half of group), associated diseases (one half of group), alcohol
abusers (one fifth of group). It is important to note that HIV
positive status had one third of MDA patients with co-morbid
conditions and 16.97% of UA group. So, above assessment es-
tablished the primary target groups in frame of which must be
performed awareness, education, and improvement of health
behavior in both regions. Those groups include social and
economic vulnerable subpopulations, co-morbid groups, and
alcohol abusers. As well as specific for MDA sample are mi-
grants and homelessness. In the frame of those groups scree-
ning methods for TB are most efficient.

Table 5. Rate of high risk groups.

Grupurile de risc

Grupul Chisindu

Grupul Cernauti

n=385 (P+SE%)

n=568 (P+SE%)

Risk groups

Chisinau group

Chernivtsi group

n=385 (P+SE%)

n=568 (P+SE%)

Grupurile sociale

Social group

Economic vulnerabili 174 (45,19+2,53) 277(48,76+2,09) 0,0293
Nivel scazut al educatiei 112 (29,09+2,31) 76 (13,38+1,43) 1,57E®
Conditii proaste de trai 118 (30,64+2,35)  312(54,92+2,09) 4,73E**
Vagabonzi 75 (19,48+2,01) 9 (1,58%0,52) 1,89E22
Migranti 44 (11,43+1,62) 4(0,7+0,35) 3,0E
Istoric de detentie 17 (4,41+1,05) 0 2,67E%
Grupul epidemiologic
Contact apropiat 23 (5,97+1,21) 17 (2,99+0,71) 0,01E%
Comorbiditdti
Boli asociate 87 (22,59+2,13) 324(57,04+1,48) 5,22E?%
= statut HIV pozitiv 32 (36,78+5,17) 55(16,97+2,08) 7,03E*
= alcoolism cronic 19 (21,84+4,43) 66 (20,37+2,23) 0,1116
= boli psihiatrice 4 (4,59+2,24) 3(0,92+0,53) 0,0335
= injectare de droguri 4 (4,59+2,24) 7 (2,16£0,81) 0,1253
= diabetul zaharat 9 (10,34+3,26) 25(7,71£1,48) 0,121
= tratament imunosu- 2(2,29+1,61) 0 0,044
presiv
= alte maladii 17 (19,54+4,25) 168(51,82+2,78) 2,2E®

Note: Test statistic aplicat: testul exact Fisher. P - probabilitate, SE - eroare

standard.

Economical vulnerable 174 (45.19+2.53) 277 (48.76+2.09) 0.0293
Low educational level 112 (29.09+2.31) 76 (13.38+1.43) 1.57E"™
Poor living conditions 118 (30.64+2.35) 312 (54.92+2.09) 4.73E*
Homelessness 75(19.48+2.01) 9 (1.58+0.52) 1.89E%
Migrants 44 (11.43%1.62) 4 (0.7+0.35) 3.0EH
History of detention 17 (4.41+1.05) 0 2.67E°
Epidemiological group

Closed contacts 23 (5.97+1.21) 17 (2.99+0.71) 0.01E®

Comorbidities

Associated diseases 87 (22.59+2.13) 324 (57.04+1.48) 5.22E%
= HIV positive status 32 (36.78+5.17)  55(16.97+2.08) 7.03E®
= chronic alcoholism 19 (21.84+4.43) 66 (20.37+2.23) 0.1116
= psychiatric diseases 4 (4.59+2.24) 3(0.92+0.53) 0.0335
= injection drug use 4 (4.59+2.24) 7 (2.16£0.81) 0.1253
= diabetus mellitus 9(10.34+3.26)  25(7.71x1.48)  0.121

= immune supressive 2 (2.29+1.61) 0 0.044

treatment
= other diseases 17 (19.54+4.25)  168(51.82+2.78) 2.2E

Note: applied statistical test: Fisher’s exact test, P - probability, SE -

standard error.

n acest context, este important sa observam o rata foarte
scazuta a focarelor de TB in familia (contact apropiat) afilia-
ta fiecarui pacient cercetat in ambele regiuni, probabil, mai
curand din cauza unei examinari epidemiologice de calitate
scazuta, decat din lipsa contactului apropiat (familie sau gos-

In this contextitis important to note a very low rate of fami-
ly TB outbreaks (close contact) affiliated to each investigated
patient in both regions probably due to a low quality epide-
miological cross-examination, rather than to the lack of close
(family or household) contact. In a lower proportion were
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podarie). Intr-o proportie mai mics, au fost identificate gru-
puri de pacienti cu istoric de detentie, consum ilicit de droguri,
boli psihiatrice si tratament imunosupresiv in ambele serii
transfrontaliere.

Studiind managementul cazurilor, s-a constatat c3, In majo-
ritatea cazurilor, personalul medical a fost implicat in detectarea
pacientului. Conform recomandadrilor actuale ale OMS, principala
modalitate de detectare a ,,cazului nou” se bazeaza pe examinarea
microscopica a pacientilor simptomatici. Astfel, jumatate dintre
pacientii din MDA au fost detectati in mod pasiv, datorita simp-
tomatologiei specifice (de catre medicii de familie - o treime si de
ftiziopneumologi - 16,36%). Prin screening-ul grupurilor de risc
inalt, a fost detectatd Inca o treime din grupul MDA. Exista o rata
mare de pacienti, detectata prin adresarea directa catre unitatile
specializate (Spitalul Municipal de Ftiziopneumologie), datorita
simptomatologiei specifice, fiind cauzata de lipsa asigurarii in sa-
natate si medicului de familie de referinta. Acest mod a fost utili-
zat, de obicei, de persoane care nu au viza de resedinta, de vaga-
bonzi si imigranti. Pe de alta parte, modul pasiv de detectare a fost
implicat in depistarea a doua treimi dintre pacientii din Cernauti,
unde nu s-a produs adresarea directa, probabil, din cauza unei alte
structuri de gestionare a cazurilor. in ,alte conditii”, au fost inclusi
pacientii detectati prin investigatii radiologice efectuate in alte cir-
cumstante decat cele enumerate (de exemplu, Inscrierea la locul
de munca si studiu, investigarea la intrarea in penitenciar).

Tabelul 6. Segregarea cazurilor de management si caracteristicile
asociate cu boala.

Grupul Chisinau  Grupul Cernauti

n=385 (P+SE%) n=568 (P+SE%)

Itemi

Tipul managementului
Detectat de ME, simptome 129(33,51+2,41) 295(51,94+2,09) 6,4E
Detectat de MF, screening
grupuri cu risc tnalt
Detectat de SFP, simptome 63 (16,36+1,89) 164(28,87+1,92) 2,39E

Detectat de SFP, screening

86 (22,34+2,12) 96 (16,92+1,57) 0,0076

RN 23(597#1,21) 0 5,9E1°
grupuri cu risc tnalt

Adresare directa 63(16,35+x1,89) 13 (2,29+0,63) 2,4E15
Altele 21 (5,45+1,16) 0 3,88E%
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identified groups of patients with history of detention, illicit
drug use, psychiatric diseases and immune suppressive treat-
ment in both trans-border groups.

Studying case-management it was identified that in major-
ity of cases medical staff was involved in the patient’s detec-
tion. According to the actual WHO recommendations the ma-
jor way of “new case” detection is based on the microscopic
examination of the symptomatic patients. So, one half of MDA
patients were detected by passive way due to specific symp-
tomatology (by GPs one third and by phtysiopneumologists
16.36%). By screening of high risk groups were detected one
third of MDA group. There is a high rate of patients detected by
direct addressing to the specialized units (Municipal Hospital
of Phtysiopneumolgy) due to specific symptomatology, being
caused by the lack of health care insurance and no referral GP.
This way was used usually by persons with no residence visa,
homelessness and immigrants. By the other side the passive
way of detection was involved in the detection of two third
of patients from Chernivtsi and no direct addressing was in-
volved, probably due to another structure of case-manage-
ment. In “other” conditions were included patients detected
by radiological investigations performed in the frame of other
than the enumerated conditions (ex., work and study enrol-
ling, investigation at the penitentiary entrance).

Table 6. Case-management segregation and disease-related charac-
teristics.

Chisinau group

n=385 (P+SE%)  n=568 (PSE%)

Chernivtsi group

Items

Management type
Detected by GPs, symptoms 129 (33.51+2.41) 295(51.94+2.09) 6.4E »

Detected by GPs, screening
. . 86(22.34+2.12) 96 (16,92+1,57) 0.0076
of high-risk groups

Detected by SP, symptoms 63 (16.36+1.89) 164 (28.87+1.92) 2.39E*

Detected by SP, screening of

23 (5.97+1.21 9E10
high-risk groups 3(5.97 ) 0 5.9

Direct addressing 63 (16.35£1.89) 13 (2.29+£0.63)  2,4E™
Other 21 (5.45+1.16) 0 3,88E%

Caracteristici radiologice
Opacitati infiltrative 178(46,23+2,54) 295(51,93+2,09) 0,0118
0 itati infiltrati
pacitai infiftrative cu 56 (14,54+1,79) 29 (5,1120,92)  4,2E%
diseminare

Fi distructive al
orme distructive ate 151(39,2242,49) 244 (42,95%2,08) 0,027
parenchimului pulmonar
Forme distructive ale
parenchimului ambilor

pulmoni

118 (30,65+2,35) NA -

Fo.rme d.istruc.tive ale par(.an- 33 (8,57+143)
chimului ambilor pulmoni

TB pulmonara infiltrativa 351(91,16+0,63) NA -
TB pulmonara fibro-cavitara 4 (0,1+0,09) NA -
27 (7,02+0,57)

3(0,07£0,05)  NA

TB pulmonara diseminata
TB pulmonara nodulard

Radiological features
Infiltrative opacities 178 (46.23+2.54) 295(51.93+2.09) 0.0118
Infiltrati iti ith
nhtrative opactties wi 56 (14.54+1.79) 29 (511%0.92)  4.2E7
dissemination
Pul hy
WIMONATY PATENCyMa 454 39 7242 49) 244 (42.95£2.08) 0.027
destructive forms
Parenc.hymal destructive 118 (30.6542.35) NA i
forms in both lungs
Parenc-hymal destructive 33 (8.57+1,43) NA i
forms in both lungs
Infiltrative pulmonary TB 351(91,16%0.63) NA -
Fibro-cavity pulmonary TB 4 (0.1+0.09) NA -
Disseminated pulmonary TB 27 (7.02+0.57) NA -

Nodular pulmonary TB 3(0.07+0.05) NA

Note: testul statistic aplicat - testul exact Fisher. NA - neaplicabil; MF - medic
de familie; SFP - specialist in ftiziopneumologie.

Trecerea In revista a formelor radiologice clinice ale tu-
berculozei pulmonare a stabilit cd au predominat opacitatile

Note: Fisher’s exact test. NA - not available. GPs - general practitioners, SP -
specialist in phtysiopneumology.

Identifying the clinical radiological forms of pulmonary
tuberculosis it was established that infiltrative opacities pre-



infiltrative - in grupul din UA si opacitatile infiltrative, asoci-
ate diseminarii - in grupul din MDA. Formele distructive au
fost identificate intr-o proportie similara in ambele grupuri.
Distribuind pacientii cu distrugeri pulmonare in doua grupuri,
in functie de numarul de plamani afectati, s-a stabilit ca am-
bii plamani au fost implicati la o treime din pacienti. Apreci-
ind formele clinico-radiologice, s-a constatat cd majoritatea
cazurilor din Moldova au fost cu tuberculoza infiltrativa pul-
monara. Alte forme radiologice (diseminate, fibro-cavitare si
nodulare), au fost diagnosticate intr-un numar redus de ca-
zuri. Evaluarea rezultatelor microbiologice ale pacientilor din
grupul Chisinau s-a bazat pe pozitivitatea microscopica a bac-
teriilor acido-rapide (BARR), a culturilor pe mediile conven-
tionale si pe investigatiile genetice moleculare. Astfel, BARR
pozitiv la investigarea microscopica a frotiului s-a depistat la
un sfert din grup - 98 (25,45+2,22%) de pacienti, culturi pozi-
tive - 103 (26,75+2,25%) pacienti si GeneXpert MTB/Rif pozi-
tiv - 166 (43,17£2,52%) de pacienti. Rezistenta la rifampicina
a fost identificata prin metoda moleculara in 38 (22,89%) de
cazuri.

Evaluand datele microscopice, s-a constatat ca dintre cei
98 de pacienti cu microscopie pozitiva pentru bacilii aci-
do-rapizi (BARR), 39 (39,79£4,94%) au avut 1-9 BARR/100
campuri vizuale; 16 (16,32%3,73%) au avut pozitivitate 1+, 6
(6,12+£2,42%) au avut pozitivitate 2+, iar 37 (37,75+4,89%)
- au avut gradul de pozitivitate 3+. Clasificarea sputei a fost
apreciata conform numarul de BARR (1-9) in 100 de campuri
din uleiul de imersie: 10-99 BARR in 100 campuri din ulei de
imersie au fost apreciate ca 1+; 1-10 BARR pe campul din ulei
de imersie - 2+; mai mult de 10 BARR pe campul din ulei de
imersie - 3+.

Din numarul total de 103 pacienti cu cultura pozitiva pe
mediul conventional Lowenstein-Jensen, s-a stabilit multidrog
rezistenta in 43 de cazuri (41,75+4,89%), monorezistentd la
izoniazid - la 1 (0,97+£0,96%) pacient, la streptomicina - la 1
(0,97+0,96%) pacient si polirezistenta la izoniazid si strepto-
micind - la 2 (1,84+1,26%) pacienti.

Evaluarea regimurilor de tratament in grupul moldove-
nesc a stabilit ca prin ,caz nou", in conformitate cu regimul
standard DOTS, au fost tratati si vindecati 108 (28,06£2,29%)
pacienti, au finalizat tratamentul 146 (37,92+2,47%) pacienti,
nu au efectuat tratamentul 28 (7,27+1,32%) de pacienti, au
decedat 41 (10,65+1,57%) de persoane. Un tratament indi-
vidualizat este, inca, administrat in 5 (1,29+0,57%) cazuri si
DOTS-Plus pentru multidrog rezistenta in - 43 (11,17+1,61%)
de cazuri. O mica parte, 14 (3,61+0,95) cazuri au emigrat si
continua tratamentul in afara tarii.

Discutii

Evaluarea caracteristicilor sociale, economice si epidemi-
ologice ale pacientilor cu tuberculoza pulmonara din doua
regiuni mari, care se confrunta cu TB, a identificat mai mul-
te grupuri cu risc crescut de dezvoltare a tuberculozei active:
grupuri de risc social - neangajati si persoane cu venituri fi-
nanciare scazute, persoane care traiesc In sardcie, grupuri cu
conditii medicale specifice, care suprima raspunsul imun (in-
fectia HIV, tratamentul imunomodulator si cu corticosteroizi,
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vailed in the group from UA, and infiltrative opacities associ-
ated to dissemination in the group of MDA. Destructive forms
were identified in a similar proportion in both groups. Dis-
tributing patients with lung destructions in two the groups
according to the number of affected lungs it was established
that both lungs were involved in one third of patients. Ap-
preciating clinical radiological forms it was established that
the majority of Moldovan cases had pulmonary infiltrative
tuberculosis. Other radiological forms (disseminated, fibro-
cavitary and nodular) were diagnosed in a small number of
cases. Evaluation of microbiological results of patients from
Chisinau group was based on the microscopic positivity for
acid-fast-bacilli (AFB), cultures on the conventional media
and molecular genetics investigations. So the AFB positive at
the smear microscopy investigation were one fourth of group
(98 (25.45+2.22%) patients), culture positive were 103
(26.75£2.25%) cases and GeneXpert MTB/Rif positive were
166 (43.17+2.52%) patients. The resistance to rifampicine
the molecular method was identified in 38 (22.89%) cases.

Evaluating microscopical data it was established that
from 98 microscopic positive for acid-fast-bacilli (AFB) pa-
tients 39 (39.79+4.94%) had 1-9 AFB/100 visual fields, 16
(16.32£3.73%) had 1+ positivity, 6 (6.12+2.42%) had 2+
positivity and 37 (37.75+4.89%) had 3+ positivity degree.
Sputum grading was appreciated as the number of AFB (1-9)
in 100 oil immersion fields, 10-99 AFB in 100 oil immersion
fileds were appreciated as 1+, 1-10 AFB per oil immersion
fields 2+, more than 10 AFB per oil immersion filed was 3+.

For the total number of 103 culture positive patients for
conventional Lowenstein-Jensen medium it was establihed
the multidrug resistance in 43 (41.75+4.89%) cases, mono-
resistance to isonizaid 1 (0.97+0.96%) patient, to streptomy-
cine 1 (0.97£0.96%) patient and poliresistance to isonizid
and streptomycine in 2 (1.84+1.26%) patients.

Assessing treatment regimens in Moldovan group it was
established that through “new case” according to the standard
DOTS regimen were treated and cured 108 (28.06+2.29%)
patients, completed the treatment 146 (37.92+2.47%) pa-
tients, defaulted the treatment 28 (7.27+1.32%) cases, were
dead 41 (10.65+1.57%) cases. An individualized treatment is
still administrated in 5 (1.29+£0.57%) cases and DOTS-Plus
for multidrug resistance 43 (11.17+1.61%) cases. A little
part 14 (3.61+£0.95%) cases were emigrated and continue the
treatment outside the country.

Discussions

The assessment of the social, economic, epidemiologi-
cal features of the patients with pulmonary tuberculosis
from two high TB burden regions identified several high risk
groups for developing active tuberculosis: social risk groups -
unemployed and persons with low financial income, persons
living in poverty, groups with specified medical conditions
that suppress the immune response (HIV-infection, immune
modulator and corticosteroid treatment, anti-neoplastic che-
motherapy) and other conditions (diabetes mellitus, psychi-
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chimioterapia antineoplazicd) si alte afectiuni (diabet zaharat,
boli psihiatrice).

Barbatii au fost afectati mai frecvent in ambele grupuri,
insa mai exprimat in grupul Cernauti. Pacientii angajati au
predominat in grupul din U4, iar bolile cu handicap - in gru-
pul din MDA. Lipsa asigurarii In sanatate a fost identificata la
jumatate din grupul moldovenesc, care a demonstrat rata ridi-
cata a vulnerabilitatii in sanatate a pacientilor. Conditiile rele
de trai au predominat In grupul Cernauti, iar saracia extrema
- In grupul Chisindu. Migrantii si persoanele cu antecedente
de detentie au fost identificate numai in grupul moldovenesc.

Rata scazuta a bolnavilor din focarele de tuberculoza, in
ambele grupuri, demonstreaza gradul scazut al activitatilor de
screening, efectuate in gospodariile infectate.

Bolile asociate au predominat in grupul Cernauti, dar cea
mai influentd conditie de imunosupresie, infectia HIV, a pre-
dominat in grupul moldovenesc. Abuzul cronic de alcool a fost
identificat intr-o proportie similara in ambele grupuri.

In mod pasiv, datoritd simptomatologiei specifice, au fost
depistati o jumatate dintre pacientii din Moldova si doua tre-
imi dintre pacientii din Cernauti.

Opacitati infiltrative au predominat in grupul din UA si
opacitati infiltrative asociate diseminarii - In grupul din MDA,
dar rata pacientilor cu forme distructive in ambii plamani a
fost evaluata numai in grupul MDA.

In grupul Chisindu, un sfert dintre pacienti au fost micro-
scopic pozitivi si cu culturi pozitive; GeneXpert MTB/Rif pozi-
tiv au fost 43,17% dintre cazuri.

Evaluarea rezultatelor bolii in esantionul din Moldova a
stabilit ca 254 (65,97£2,29%) de pacienti au fost tratati cu
succes, 28 (7,27+1,32%) dintre cazuri nu au efectuat tra-
tamentul, 41 (10,65+1,57%) dintre cazuri au decedat si 62
(15,95%) dintre pacienti continua tratamentul.

Concluzii

1) Caracteristicile socio-economice si epidemiologice ale
pacientilor cu tuberculoza pulmonara din cele doua re-
giuni care se confrunta cu TBC, au identificat grupuri de
risc similare pentru tuberculoza: grupuri de risc social
- neangajati si persoane cu venituri financiare scazute,
persoane care trdiesc in conditii sarace si de vagabon-
daj, grupuri cu afectiuni medicale, care suprima raspun-
sul imun, unele grupuri cu risc epidemiologic sporit (mi-
granti si fosti detinuti).

2) Evaluand datele microbiologice ale pacientilor mol-
doveni, s-a stabilit ca o treime dintre pacienti au fost
microscopic pozitivi pentru bacilul acido-rapid, iar tu-
berculoza infiltrativa pulmonara a fost diagnosticata la
majoritatea lotului.

3) Grupurile vizate pentru screening-ul activ trebuie sa
includa grupuri de risc social-economic, grupuri ame-
nintate epidemiologic, grupuri conditionate medical si
grupuri specifice In ambele regiuni, care se confrunta
tuberculoza (vagabonzi, migranti si fosti detinuti).

4) Sprijinul comunitar si civic, constientizarea, screeningul
activ, instalarea timpurie a tratamentului si masurile
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atric diseases).

Men were affected more frequently in both groups, how-
ever more expressed were in Chernivtsi group. The employed
patients prevailed in the group from UA and disease disabled
in the group from MDA. Lack of health insurance was identi-
fied in one half of Moldovan group that demonstrated the high
rate of health vulnerability of patients. Bad living conditions
prevailed in the Chernivtsi group, but the extreme poverty in
Chisinau group. Migrants and people with the history of de-
tention were identified only in the Moldovan group.

Low rate of patients from TB outbreaks in both groups
demonstrates the low degree of activities performed in the in-
fected households.

Associated diseases prevailed in the Chernivtsi group, but
the most influent immune suppressive condition HIV infection
prevailed in Moldovan group. The chronic alcohol abuse was
identified in a similar proportion in both groups.

One half of Moldovan patients were detected by passive
way due to specific symptomatology and two third of patients
from Chernivtsi.

Infiltrative opacities prevailed in the group from UA, and
infiltrative opacities associated to dissemination in the group
of MDA, but the rate of patients with destructive forms in both
lungs were assessed only in MDA group.

In Chisinau group one fourth of patients were microscopic
positive and culture positive, as well as GeneXpert MTB/Rif
positive were 43,17% cases.

Assessment of disease outcome in the Moldovan sample
established that 254 (65.97+2.29%) patients were success-
fully treated, 28 (7.27+£1.32%) cases defaulted the treatment,
41 (10.65£1.57%) cases were dead and 62 (15.95%) cases are
continuing the treatment.

Conclusions

1) The social-economical, epidemiological characteristics
of patients with pulmonary tuberculosis from two high
TB burden regions identified similar high risk groups
for tuberculosis: social risk groups - unemployed and
persons with low financial income, persons living in
poor and pauper conditions (homelessness), groups
with medical conditions that suppresses the immune re-
sponse, some groups with high epidemiological threat-
en (migrants and former prisoners).

2) Assessing microbiological data of Moldovan patients it
was established that microscopic positive for acid-fast-
bacilli were one third of the patients and pulmonary in-
filtrative tuberculosis was diagnosed in the largest part
of group.

3) Target groups for active screening must include social-
economical risk groups, epidemiological endangered,
medical conditioned groups and specific groups in both
high TB burden regions (homelessness, migrants and
former prisoners).

4) Community and civic support, awareness, active screen-
ing, early onset of treatment and risk reducing measures



de reducere a riscurilor pentru neaderenta trebuie sa
fie implementate in ambele regiuni, avand in vedere
aceleasi caracteristici ale pacientilor.
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Pacienta de 78 de ani, cu internari repetate la dermatove-
nerologie cu diagnosticul de pemfigus vulgar (PV), avand ma-
nifestari pe mucoasa cavitatii nazale si bucale. Cu 1 saptama-
nad anterior internarii actuale a administrat tratament cu AINS
pentru osteoartroza. La a 7-a zi au aparut leziuni cutanate
extinse in regiunile axilare bilateral, gat, membre superioare
bilateral, abdomen si regiunea inghinala, regiunea posteri-
oara a toracelui. Bule flasce 1n regiunea palmara pe dreapta.
Implicarea mucoasei uro-genitale, conjunctivale si bucale, le-
ziuni foarte dureroase. Semnul Nicolski pozitiv. Dificultati de
deglutitie (pacienta este alimentata prin sonda naso-gastrica).
Detasdri tegumentare la nivelul pleoapelor superioare. Lezi-
unile prezentate la internarea in spital sunt reprezentate in
Figura 1. Pacienta se prezinta cu stare generala alterata, foarte
dificil coopereaza cu personalul medical. Biologic IgE totala
majorata (x3 ori limita superioarad); VSH usor accelerat.

intrebiri:

1) Descrieti leziunile tegumentare prezentate in Figura 1
A, B,C,D.

2) Care este diagnosticul probabil?

3) Care este substratul morfologic al leziunilor cutaneo-
mucoase?

4) Ce investigatii mai sunt necesare pentru precizarea dia-
gnosticului?

5) Cu ce entitati patologice se impune diagnosticul dife-
rential?

6) Care este tratamentul indicat?
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The images presented bellow belong to a 78 years old lady
with repeated admission to dermatology hospital for pem-
phigus vulgaris (PV) with nose and mouth mucosa lesions.
One week prior to the current hospitalization she started a
course of oral NSAID for her osteoarthritis. Unfortunately, on
the 7-th day on NSAID, she developed extensive skin lesions
that involves both axillar regions, neck, upper limbs, abdomen,
thighs and posterior region of the thorax. She, also, developed
painful lesions of the mucosa of urogenital tract, conjunctiva
and mouth. Flaccid bullae were observed on her right palmar
region. Positive Nikolsky sign was present. The skin lesions at
hospital admission are shown in Figure 1, additionally upper
eyelids skin detachments were observed. At the emergency
room, patient looked severe ill, was confused and had swal-
lowing difficulties (nasogastric feeding tube was applied).
Laboratory tests shown three folds increments of the serum
level of IgE and increased erythrocytes sedimentation rate.

Questions:

1) Describe the skin lesions shown in Figure 1 A, B, C, D.

2) What is the most likely diagnosis?

3) What is the histological abnormalities that correspond
to the mucosal and skin lesions?

4) What diagnostic tests are needed for confirmation of the
diagnosis?

5) What it is the list of differential diagnosis?

6) What treatment is recommended?



Fig. 1 Leziunile tegumentare prezentate la internare (A, B, C, D), mentionate in raspunsuri. Dupa prelucrare cu albastru de metilen (E, F).

Fig. 1 Skin lesions presented at admission (A, B, C, D). After treatment with blue methylene (E, F).



Raspunsuri:

1) Eroziuni tegumentare cu decoldri masive, de diferite
dimensiuni, cu contur neregulat in regiunea gatului (A,
D), axilelor (A, B, D), pe coapse, in regiunea abdominalg,
inghinala (C), pe fundal de tegumente intacte.

2) Eroziunile cutanate dureroase, neregulate, formate dupa
spargerea bulelor flasce, demonstrand semnul Nikolsky
pozitiv, cu pielea adiacenta aparent intacta, in prezenta
eroziunilor la nivelul mucoaselor (bucale, nazale, geni-
tale), sunt leziuni sugestive pentru pemfigusul vulgar.

3) Substratul histopatologic clasic In pemfigusul vulgar:
bula intraepidermica acantoliticd, amplasata in stratul
spinos la o indltime variabila a acestuia; pastrarea stra-
tului bazal distinct; prezenta acantolizei la nivelul ane-
xelor cutanate; posibilitatea unei spongioze eozinofilice;
infiltrat moderat perivascular inflamator in derm.

4) Diagnosticul se bazeaza pe aspectul clinic si examenul
histopatologic al leziunilor. Citodiagnosticul Tzanck
poate evidentia keratinocite segregate si distrofice, nu-
mite celule acantolitice, ce se prezinta rotunjite, cu nu-
clee intens bazofile, inconjurate de o zona perinucleara
mai deschisa care contrasteaza cu restul citoplasmei
bazofile. Celulele sunt neaderente si plutesc in lichidul
din bula. Confirmarea prin imunofluorescenta (directa
si indirectd) reprezinta un instrument important de di-
agnostic si monitorizare. Imunofluorescenta directa re-
prezinta analizarea unui fragment de tesut prelevat de
la pacient (biopsie cutanatd sau mucoasa) cu detectarea
depozitelor lineare intracelulare de IgG (IgG1 si IgG4),
iar imunofluorescenta indirectd atesta prezenta de au-
toanticorpi circulanti tip IgG, directionati Impotriva
unor structuri membranare keratinocitare. Prin testul
imunoezimatic/ELISA, se detecteaza anticorpii anti-
desmogleina 1si3[1,3,4,9,11,12].

5) Diagnosticul diferential se impune cu:

= subtipurile de pemfigus: pemfigus vulgar, pemfigus fo-
liaceu, pemfigus IgA, pemfigus paraneoplazic;

= boli intraepidermale buloase fara anticorpi: pemfigus
familial benign, impetigo bulos, bule din herpes simplex
si herpes zoster, dermatita de contact, epidermoliza bu-
loas3;

= eroziuni/ulceratii mucoase fara anticorpi: afte ulcerate,
candidiaza, lichen plan, boala Behget;

= boli subepidermale buloase cu anticorpi: pemfigoid bu-
los, herpes gestational, pemfigoid cicatricial, epidermo-
liza buloasa dobandit3, boala cu IgA lineare, dermatita
herpetiformd, lupus eritematos bulos;

= boli subepidermale buloase fara anticorpi: eritem poli-
morf, necroliza epidermica toxica, porfiria, epidermoli-
za buloasa [9].

6) Obiectivele tratamentului sunt: reducerea raspunsului
inflamator si reducerea formarii de autoanticorpi. Cor-
ticosteroizi sistemic. Initial, puls terapie cu doze de 10-
20 mg/kg/zi prednison (pana la 1g/zi) timp de 3 zile,
cu reducerea ulterioara a dozei la 1-3 mg/kg/zi, per
os, care se mentine pana la ameliorarea leziunilor cu-
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Answers:

1) Skin erosions with massive detachments of various siz-
es with irregular borders on the neck (A, D), axillary re-
gion (A, B, D), thighs, abdomen, and inguinal region with
intact adjacent skin.

2) Irregular, painful skin erosions, remained after the
bursting of flaccid bullae with positive Nikolsky sign, in
association with apparently undamaged adjacent skin
and mucosal erosions (on mouth, nose and genitals) are
highly suggestive of pemphigus vulgaris.

3) Histological abnormalities corresponding to pemphigus
vulgaris include: bullae, intraepidermal acantholysis
at different level of the spinous layer; preserved basal
layer; acantholysis of skin annexes; potentially eosino-
philic spongiosis can be present; moderate perivascular
inflammatory infiltrate of the dermis.

4) Diagnosis relies on clinical presentation and histological
features of the lesions. Tzanck cytology test highlights
segregated and dystrophic keratinocytes, round shaped
acantholytic cells, with strong basophilic nuclei, sur-
rounded by a lighter perinuclear area that contrasted
with the rest of the basophilic cytoplasm. The cells are
no adherent and floating in the liquid of the bullae. Con-
firmation by immunofluorescence (direct and indirect)
is an important tool for diagnosis and monitoring. Direct
immunofluorescence analysis of the tissue samples de-
tect linear intracellular deposits of IgG (IgG1 and IgG4)
and indirect immunofluorescence confirms the pres-
ence of circulating IgG autoantibodies against kerati-
nocyte membrane structures. The desmoglein 1 and 3
serum antibodies can be detected by ELISA [1, 3,4, 9, 11,
12].

5) The list of differential diagnosis should consider:

= Several pemphigus subtypes: pemphigus vulgaris, pem-
phigus foliaceus, 1gA mediated pemphigus, paraneo-
plastic pemphigus;

= [ntraepidermal bullous disease not mediated by anti-
bodies: benign familial pemphigus, bullous impetigo,
herpes simplex and herpes zoster, contact dermatitis,
epidermolysis bullosa;

= Erosion/ulceration of the mucosa not mediated by an-
tibodies: ulcerated sores, candidiasis, lichen planus, Be-
hcet's disease;

= Subepidermal bullous disease not mediated by anti-
bodies: bullous pemphigoid, pemphigoid, scar due to
epidermolysis bullosa, linear IgA disease, dermatitis
herpetiformis, bullous lupus erythematosus;

= Subepidermal bullous disease not mediated by anti-
bodies: erythema multiforme, toxic epidermal necroly-
sis, porphyria, epidermolysis bullosa [6].

6) Main treatment goals are to reduce the inflammatory
response and autoantibody production. Systemic corti-
costeroids are administrated in initial pulse i.v. dose of
10-20 mg/kg/body weight/day of prednisone (up to 1
g/day) for 3 days, with further reduction to 1-3 mg/kg/
day p.o., which is maintained till the improvement of the



Fig. 2 Examen histopatologic: defect cutanat cu descuamarea completd a epiteliului; edem interstitial pronuntat cu usoard inflamatie limfocitard,
acantoliza usoara (A, B); prezenta zonelor de fibroza la nivelul submembranei bazale; apar epiteliocite nou-formate; derm cu fibroza moderata,
fibroza usoara perivasculara, congestie moderata si edem interstitial (C).

Fig. 2 Histological pictures: skin defect with complete epithelial desquamation; mild interstitial edema, pronounced lymphocytic inflammation,
acantholysis (A, B); areas of fibrosis in the basal layer; newly formed epithelium; moderate fibrosis of the dermis, mild perivascular fibrosis,
interstitial edema and moderate congestion (C).

Fig. 3 La 14 zile de la internare: leziunile erozive in reepitelizare incompletd, pe alocuri se pastreaza crustele seroase si eritemul
de regenerare epidermicd; semnul Nikolsky devenit negativ.

Fig. 3 14 days after admission: erosive lesions, incomplete re-epithelialization, serous crusts and erythema epidermal
regeneration in some areas; Nikolsky sign is negative.

taneo-mucoase (de obicei, 2-3 saptdmani). Treptat, se
reduce doza la una de intretinere (10-40 mg/zi), care
se administreaza pentru perioade nedeterminate de
timp, practic, toata viata. Asocierea corticosteroizilor cu
citostatice si imunosupresoare (ciclofosfan, azatiopri-
nd, metotrexat) a Inregistrat, uneori, efecte favorabile.

mucosa and skin lesions (usually 2-3 weeks). A conse-
quent gradual reduction to a maintenance dose (10-40
mg/day) is recommended, the last one for a lifelong du-
ration. Association of corticosteroids with immunosup-
pressive and cytostatics (cyclophosphan, azathioprine,
methotrexate) could be favorable in some cases. Symp-



Tratamentul simptomatic si topic trebuie sa insoteasca
tratamentul sistemic [1, 3, 4, 9, 12].

Pacienta a decedat peste 3 saptamani de la externare, prin
complicatii infectioase, abandonand tratamentul cu corticost-
eroizi sistemici.

Discutii

Pemfigusul vulgar (PV) reprezinta o boala autoimuna rar3,
care se caracterizeaza prin formare de bule intraepidermice
ca rezultat al acantolizei (pierdere a coeziunii dintre celulele
epidermice, consecutiv ruperii legaturilor dintre desmozomii
care fixeaza keratinocitele; practic, are loc o disolutie a punti-
lor celulare, de cauza autoimuna), din cauza formarii autoanti-
corpilor contra desmosomilor. PV reprezinta 80% dintre toate
tipurile de pemfigus. PV este o dermatoza buloasa cu evolutie
cronicd recidivantd, fara tendinta la autovindecare [1, 2, 4].
Debuteaza la varsta de 40-60 de ani, dar au fost Inregistrate
si cazuri la tineri sau, chiar la copii. La o incidentd de 0,5-3,2
cazurila 100.000 populatie, mortalitatea constituie 5-15% [2,
9]. Complicatiile conditionate de dozele mari de corticostero-
izi sunt frecvent responsabile de cresterea mortalitatii la pa-
cientii cu pemfigus vulgar [1]. Afecteaza toate rasele, raportul
barbati/femei fiind egal [1]. Tabloul clinic include afectarea
mucoaselor si tegumentelor, leziunile cutanate apar la distan-
ta de saptdmani sau luni de la leziunile mucoase. Afectarea
mucoaselor este prezenta in 50-70% din cazuri; in 75-80%
din cazuri, boala debuteaza cu leziuni la nivelul cavitatii bu-
cale [2]. Pot fi afectate si mucoasele nazala, conjunctivald, eso-
fagiana, vaginald, cervixul, uretra, mucoasa anald. Elementul
primar este bula flasca cu continut transparent, care apare pe
piele intacta. Dupa ce bula se rupe, se formeaza eroziuni tegu-
mentare (de dimensiuni variabile) foarte dureroase, semnul
Nikolsky fiind pozitiv. Pentru diagnostic, examenul clinic com-
binat cu examenul histopatologic au o sensibilitate de doar
66%, fiind esentiala efectuarea imunofluorescentei directe [1,
2,4,6,8-10].

La examenul histologic se determina bule intraepiderma-
le in stratul spinos al epidermului [1, 4, 9, 11]. Imunofluores-
centa directa arata depozite lineare de anticorpi IgG si C3 pe
suprafata keratinocitelor in stratul spinos al dermului (aspect
de ,retea”), caracteristice pentru toate tipurile de pemfigus
(exceptie face pemfigusul cu IgA) [9, 11]. Imunofluorescenta
indirecta pune in evidenta anticorpi IgG circulanti, iar titrul
de anticorpi coreleaza cu severitatea bolii [1, 9]. Prin ELISA,
se determina anticorpi antidesmogleina 1 si antidesmogleina
3, asigurand diferentierea dintre PV si pemfigusul foliaceu [1,
6-10].

Internarea este obligatorie intr-un serviciu de dermatolo-
gie; In caz de evolutie grava, pacientul se transfera in sectia de
terapie intensiva. Tratamentul corticosteroidian sistemic este
esential In controlul bolii, transformand o boala cu potential
fatal (anterior tratamentului corticosteroidian, mortalitatea
la pacientii cu PV constituia circa 75%, In primul an) intr-o
afectiune cu o mortalitate de pana la 15%. Terapiile adjuvan-
te (asocierea corticosteroizilor cu azatioprina, ciclofosfamida,
metotrexat, ciclosporina, micofenolat mofetil sau dapsona)
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tomatic and topical treatment accompany systemic
medication [1, 3,4, 9, 12].

The patient died 3 weeks after discharge from hospital due
to infectious complications and interruption of systemic ste-
roids.

Discussions

Pemphigus vulgaris (PV) is a rare autoimmune disease,
which is characterized by intraepidermal bullae as result of
acantolysis (lost of cohesion between the skin cells, as conse-
quence of desmosomes breaking that connect the keratino-
cytes, practically there is an autoimmune dissolution of cel-
lular bridges) due to the formation of autoantibodies against
desmosomes. PV account for 80% of all pemphiguses. PV is
a bullous dermatosis with recurrent chronic course and no
tendency to self-healing [1, 2, 4]. The typical onset of the dis-
ease is at the age of 40-60 years old, but there are also cases in
young adults or even in children. An incidence of 0.5 to 3.2 cas-
es per 100,000 population and a mortality rate of 5-15% have
been reported [2, 9]. Side effects induced by high dose cor-
ticosteroids are responsible for an increased mortality in pa-
tients with pemphigus vulgaris. Clinical presentation include
mucosal and skin lesions, the last occur weeks or months after
the appearance of the mucous lesions. Mucosal involvement is
present in 50-70% of cases, in 75-80% of cases the disease be-
gins with oral cavity lesions [2]. Mucosa of nose, conjunctiva,
throat, vagina, cervix, urethra, and anus can be involved. The
primary lesion is flaccid bulla with transparent content that
appears on intact skin. After breaking of the bullae, second-
ary very painful skin erosions (of varying sizes) with positive
Nikolsky sign can be observed. Clinical exam combined with
standard histological examination had a diagnostic sensitivity
of only 66%), direct immunofluorescence analysis is crucial for
the diagnosis confirmation [1, 2, 4, 6, 8-10].

By histological examination intraepidermal bullae in the
spinous layer of the epidermis are detected. Direct immuno-
fluorescent analysis shows linear deposits of IgG and C3 on
the surface of keratinocytes in the spinous layer of the dermis
("network” appearance), characteristic for all types of pem-
phigus (excepting IgA pemphigus). Indirect immunofluores-
cent analysis highlights circulating IgG antibodies that corre-
late with disease severity [1, 9]. Anti-desmoglein antibody 1
and 3, detected by ELISA provides differentiation between PV
and pemphigus foliaceous [1, 6-10].

Patient diagnosed with PV should be admitted to a der-
matology service and in case of severe disease to the inten-
sive care unit. Systemic corticosteroid treatment is essential
in controlling the disease, turning a potentially fatal disease
(prior to corticosteroid treatment mortality in patients with
PV constituted about 75% in the first year) in a condition with
a mortality of up to 15%. Adjunctive therapies (steroids asso-
ciation with azathioprine, cyclophosphamide, methotrexate,
cyclosporine, mycophenolate mofetil or dapsone) aim to re-
duce the doses of corticosteroids. I.v. immunoglobulins, plas-
mapheresis, immunoadsorption or, more recently, rituximab
are other options of the therapeutic arsenal. Systemic cortico-



au drept scop reducerea dozelor de corticosteroizi. Imuno-
globulinele i/v, plasmafereza, imunoadsorbtia sau, mai nou,
rituximabul, sunt alte elemente ale arsenalului terapeutic.
Corticosteroizii sistemici raman medicatia de prima linie in
PV, desi, se va incerca evitarea administrarii pe termen lung a
dozelor mari (din cauza efectelor adverse), prin asocierea te-
rapiei imunosupresoare de linia a doua (citostatice, citotoxice,
antipaludice etc.), ce permite reducerea dozelor de corticoste-
roizi 5,7, 8, 10, 12].

Prognosticul este prost, in special, la pacientii varstnici sau
cu leziuni extinse. Tratamentele moderne au schimbat sub-
stantial evolutia bolii, prognosticul fiind determinat de ras-
punsul la corticoterapie, dar si de complicatii (tulburari hidro-
electrolitice, suprainfectia leziunilor, imunosupresie indusa de
terapie) [1, 3,4, 6, 8,9, 12].
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term use of high doses (due to side effects) should be avoided
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Caria dentara la copiii cu
dizabilitati
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Autor: Aurelia Spinei
Tipografia Print-Caro, Chisindu, 2016; 275 p.
ISBN 978-9975-56-398-7

”

Monografia intitulata , Caria dentard la copiii cu dizabilitdti
a doamnei conferentiar dr. Aurelia Spinei trateaza problemati-
ca complexa a cariei dentare la copiii cu dizabilitati. Este o te-
matica de mare actualitate, putin abordata si cu multiple cono-
tatii sociale. in lucrarea de fat4, se prezinti o analizi detaliat
a starii de sanatate orala a copiilor cu dizabilitati din Republica
Moldova. In cadrul acestei monografii, autoarea realizeazi o
evaluare exhaustiva a riscului carios la aceasta categorie de pa-
cienti, atat printr-un examen clinic detaliat, precum si in urma
unor cercetari fundamentale biochimice ale fluidului oral si
serului sanguin, cercetdri bacteri-
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BOOK REVIEW

Dental caries in children with
disabilities
(monograph)

Author: Aurelia Spinei

Print-Caro Typography, Chisinau, 2016; 275 p.
ISBN 978-9975-56-398-7

The monograph entitled “Dental caries in children with di-
sabilities” written by associate professor Aurelia Spinei, rela-
tes about the complex problem of tooth decay in children with
disabilities. It is a very contemporary problem, less spoken
about that has multiple social connotations. In this very wri-
ting, a detailed analysis is presented regarding oral health of
children with disabilities from the Republic of Moldova. In this
monograph, the author makes a complete evaluation of tooth
decay risk for this category of patients, both by a clinical detai-
led examination, as well as using fundamental biochemical re-

search of the oral fluid, blood, bac-

ologice ale biofilmului dentar, stu-

teriological findings of the dental

diului morfologic si compozitiei
chimice a smaltului dentar.

Alegerea subiectului monogra-
fiei a avut la bazd o documentare
temeinica, avand suportul teoretic
a peste cinci sute de referinte bi-
bliografice de actualitate. Temati-
ca studiata prezinta o importanta
deosebitd pentru stomatologia cli-
nicd, avand, in acelasi timp, origi-
nalitate stiintifica incontestabila.
Morbiditatea crescuta a afectiu-
nilor stomatologice, constatata la
copii cu dizabilitati, atentioneaza
asupra necesitatii instituirii pro-
gramelor de prevenire si trata-
ment a afectiunilor dentare. Mo-
nografia de fata are un caracter
pregnant practic si stiintific, prin
faptul ca ofera solutii individuali-
zate pentru reducerea imbolnavi-
rii prin carie dentara la copiii cu
dizabilitati. Solutiile propuse de
autoare sunt rezultatul unor studii
aprofundate asupra evaluarii efi-
cientei in timp a metodelor cario-
preventive propuse.

MINISTERUL SANATATII AL REPUBLICII MOLDOVA
UNIVERSITATEA DE STAT DE MEDICINA $I FARMACIE
»NICOLAE TESTEMITANU”

Aurelia Spinei

(Caniadentara

Chisinadu
2016

biofilm, morphological study and
chemical composition of the tooth
enamel.

A thorough documentation,
sustained by more than five hun-
dred contemporary bibliographic
references served as a base in choo-
sing the subject of the monograph.
The studied subject is of great im-
portance for the clinical stomatolo-
gy, being at the same time unique
scientifically speaking. Increased
morbidity of dental problems
among children with disabilities
highlights the need of establish-
ment of prevention and treatment
programs of dental conditions.
This monograph has a significant
practical and scientific character
due to the fact that it offers indivi-
dualized solutions for the reducti-
on of tooth decay in children with
disabilities. The solutions offered
by the author come from profound
studies made on the efficiency eva-
luation in time of the proposed de-
cay prevention methods.



Monografia este structuratd logic si coerent in 9 capitole.
In lucrare se face o trecere in revisti a datelor Biroului Na-
tional de Statistica al Republicii Moldova precum si referinte
cu privire la situatia actuala a copiilor cu dizabilitati. Se con-
semneazd, de asemenea, cadrul legislativ national si interna-
tional, cu privire la drepturile copiilor cu dizabilitati, statutul
social si familial, gradul de severitate, tipurile de dizabilitate
ale copiilor precum si accesul la asistenta medicala. intr-o ma-
niera pertinentd este abordat algoritmul de diagnostic clinic
si paraclinic al cariei dentare, justificat prin impactul actual
sistemic si plurisistemic: socio-epidemiologic, psiho-educati-
onal si emotional, psiho-somatic, psiho-estetic, bioetic si me-
dico-legal.

Au fost determinate specificitatea diferitor metode de eva-
luare ale riscului carios si s-a elaborat un algoritm de prognos-
tic al aparitiei noilor leziuni carioase la copiii cu dizabilitati
psiho-somatice. Autoarea a identificat o serie de criterii sigure
si informative pentru prognosticul cariei dentare, apeland la
utilizarea software-lui Cariogram. Deosebit de relevante sunt
rezultatele obtinute de autoare in urma cercetarii biochimice
a salivei, a markerilor biochimici ai metabolismului osos, ana-
lizei bacteriologice a biofilmului dentar, studiului morfologic
si evaluarii compozitiei chimice a smaltului dentar.

Demn de remarcat este prezentarea conceptului de preve-
nire individualizata a cariei dentare la copii cu diferite tipuri
de dizabilititi. In urma unei analize ample a rezultatelor cer-
cetdrii, au fost stabiliti factorii individuali care au determinat
evolutia rapida a bolii carioase.

O atentie deosebita s-a acordat prezentarii critice a meto-
delor actuale de evaluare a factorilor individuali de risc pentru
aparitia de noi leziuni carioase si a metodelor cariopreventive,
precum si a modalitatilor de crestere a eficientei masurilor
preventive aplicate la copiii cu dizabilitdti. De asemenea, au-
toarea a urmarit identificarea problemelor insuficient clarifi-
cate referitor la factorii care influenteaza eficienta masurilor
preventive la copiii cu dizabilitati si directiilor de cercetare ul-
terioara in vederea eficientizarii masurilor preventive si asis-
tentei stomatologice a copiilor cu dizabilitati.

Pe baza analizei critice a referintelor biliografice de ultima
org, au fost trasate noi directii In prevenirea cariei dentare la
copiii cu dizabilitati, stiut fiind ca aceasta categorie de pacienti
prezinta un risc carios ridicat. Sunt propuse o serie de metode
individualizate de prevenire si management modern al cariei
dentare, cu caracter preponderent conservator, toate aceas-
tea fiind rezultatul unor studii aprofundate asupra eficientei
in timp a solutiilor propuse. In ansamblu, lucrarea se distinge
printr-un mod de redactare clar si sintetic, este bogatd in con-
tinut, mesaj practic si iconografic concludent. Monografia de
fata atrage atentia lumii medicale asupra necesitatii orientarii
asistentei stomatologice copiilor spre prevenirea principale-
lor afectiuni dentare.

in concluzie, monografia ,Caria dentard la copiii cu diza-
bilitdati” constituie o premierd pentru scoala de stomatologie
din Republica Moldova si din Romania prin tematica de mare
actualitate abordata. Este o lucrare fundamentala si prezinta o

The monograph is coherently and logically structured into
9 chapters. The script states data provided by the National
Bureau of Statistics of the Republic of Moldova, as well as re-
ferences regarding the current situation of the children with
disabilities. Also, national and international legislative aspects
of children with disabilities are stipulated, together with so-
cial and family status, severity degree, type of disability and
access to medical services. In a pertinent manner, the clinical
and paraclinical diagnostic algorithm of tooth decay is presen-
ted and justified with the actual systemic and multi systemic
impact (social and epidemiological, psycho-educational and
emotional, psycho-somatic, psycho-esthetic, ethical, medical
and legal aspects).

The specificity of different evaluation methods of tooth de-
cay risks has been determined, and a prognostic algorithm for
new dental caries in children with psycho-somatic disabilities
has been elaborated. The author has identified a series of reli-
able and informative criteria for decay prognosis by the means
of the Cariogram soft. Peculiarly relevant are the results obtai-
ned by the author after the biochemical study of the saliva, of
biochemical markers and after the chemical evaluation of the
dental enamel.

It is worth mentioning the concept of individualized pre-
vention of tooth decay in children with different types of disa-
bilities. After an extensive analysis of the research results, in-
dividual factors that determine rapid evolution of tooth decay
have been established.

Special attention was paid to critical presentation of actual
evaluation methods of individual risk factors for new dental
cavities formation and decay preventive methods, as well as
ways to increase the efficiency of the preventive measures
applied in children with disabilities. Also, the author has fol-
lowed identification of problems that have been insufficiently
clarified regarding factors that influence the efficiency of pre-
ventive measures in children with disabilities and future re-
search fields in order to make preventive measures and dental
services more efficient for children with disabilities.

Based on the critical analysis of the latest bibliographic re-
ferences, new directions in tooth decay prevention in children
with disabilities have been identified, knowing the fact that
this category of patients have high risk of tooth decay deve-
lopment. A series of individualized prevention methods and
modern management of tooth decay, with predominantly con-
servative character are proposed, all of them being the result
of detailed studies of the long term efficiency of the offered so-
lutions. Overall, the paper is distinguished by a clear and syn-
thetic way of editing, has a rich content, practical and icono-
graphic conclusive message. The present monograph attracts
the attention of the medical world upon the need of pediatric
dentistry assistance focusing on the prevention of the leading
dental conditions.

In conclusion, the monograph “Dental caries in children
with disabilities” represents a novelty for the school of den-
tistry from the Republic of Moldova and Romania due to the
contemporary subject approached. It is a fundamental paper



importanta substantiala atat pentru stomatologia clinica, cat
si pentru cea sociald, avand, in acelasi timp, valoare stiintifica
si practica incontestabila. Monografia se adreseaza si este ac-
cesibil3, In egald masura, atat studentilor stomatologi, cat si
cadrelor didactice si medicilor practicieni in domeniul stoma-
tologiei pediatrice.

Consider ca lecturarea acestei monografii este utila atat
medicilor stomatologi, cat si specialistilor din alte domenii,
care acorda asistenta medicald, psiho-pedagogica si sociala
copiilor cu dizabilitati care, prin eforturi comune, pot contri-
bui la selectarea si implementarea programelor de prevenire a
afectiunilor orodentare pentru copiii cu dizabilitati.

Prof. Dr. Georgeta Liliana Foia

Facultatea de Medicina Dentara

Universitatea de Medicina si Farmacie ,Gr. T. Popa” lasi,
Romania
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and is of substantial importance for both clinical and social
stomatology, having at the same time an indisputable scien-
tific and practical value. The monograph is equally accessible
for students, teachers and practicing dentists in the field of pe-
diatric stomatology.

I consider that this paper is useful both for dentists and
specialists from other fields that offer medical, social and psy-
cho-pedagogic assistance to children with disabilities that
with common efforts can contribute to selecting and imple-
menting prevention programs of oral and dental conditions
among children with disabilities

Professor Dr. Georgeta Liliana Foia

Faculty of Dental Medicine

University of Medicine and Pharmacy “Gr. T. Popa”, lasi,
Romania
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Monografia ,Obstructia infravezicald: diagnostic si trata-
ment endoscopic miniinvaziv” este consacrata unei probleme
actuale a endourologiei - tratamentului endoscopic transure-
tral diferentiat al patologiilor urologice obstructive infravezi-
cale (subvezicale), cum sunt: hiperplazia benigna a prostatei,
scleroza colului vezicii urinare, scleroza prostatei, strictura si
obliterarea uretrei de etiologie diversa.

Lucrarea data abordeaza o problema medico-sociala destul
de importantd, deoarece obstructia infravezicald este provo-
cata de afectiuni ce ocupa un loc impunator in structura mor-
biditatii urologice prin frecventa majorata a lor, diversitatea
formelor clinice, multiple complicatii,
cresterea semnificativd a recidivelor
si urmarilor nefaste pe care le pot
provoca. Actualmente, si in Republica
Moldova se atesta cresterea inciden-
tei si prevalentei afectiunilor cailor
inferioare, manifestate prin OIV, ca
HBP, strictura si obliterarea uretrei
care, pana in prezent, se afla pe pri-
mele pozitii In structura maladiilor
din clinicile urologice, lasand in urma
patologiile inflamatorii si neoplazice.

Prevalenta OIV este de 20-35%
din populatia tarii. Este binecunos-
cut si faptul ca OIV, provocata de HBP,
strictura uretrei si alte stari patolo-
gice obstructive infravezicale, afec-
teaza peste 70% dintre persoanele
de varsta productiva (20-50 de ani),
fapt care conduce la pierderea semni-
ficativa a capacitatii de munca a celor
suferinzi. Din aceste considerente,
autorul a avut scopul de a determina
oportunitatile de extindere a indica-
tiilor si posibilitatilor de eficientizare
a tratamentului endoscopic transu-
retral in afectiuni si stari patologice

BOOK REVIEW

Infravesical obstruction:
diagnosis and minimally

invasive endoscopic treatment
(monograph)

Author: Vitalii Ghicavii
Publishing House “Print-Caro”, Chisinau, 2017; 280 p.

ISBN 978-9975-56-416-8

The monograph “Infravesical obstruction: diagnosis and
minimally invasive endoscopic treatment” is designed to out-
line the current problems of endourology - the differentiated
transurethral endoscopic treatment of infravesical (subvesi-
cal) obstructions related to urological pathologies such as be-
nign prostatic hyperplasia, bladder neck sclerosis, sclerosis of
prostate, urethral strictures and obliterations of diverse aeti-
ologies.

The present monograph treats a major health and social
problem, since infravesical obstruction (IVO) is caused by dis-
eases that occupy a significant position according to the struc-
ture of urological morbidity in terms
of their high level of occurrence, di-
versity of clinical forms, multiple com-
plications, high level of recurrences
and unwanted consequences, which
they may lead to. Thus, at present,
in Moldova, an increased incidence
and prevailing number of lower uri-
nary tract diseases have been noticed,
manifested by IVO, like BPH, stricture
and obliteration of urethra, which so
far are ranked on the top according to
the structure of diseases, which were
reported from urological clinics, and
followed by inflammatory and neo-
plastic pathologies.

The prevalence rate of IVO is
about 20-35% of the population. It is
well known that IVO, which is caused
by BPH, as well as urethral stricture
and other pathological infravesi-
cal obstructions affect over 70% of
working-age population (aged 20-
50 years). This leads to a significant
decrease of their working capacity.
Therefore, the author’s purpose was
to determine the opportunities of



obstructive ale cailor urinare infravezicale, iIn baza implemen-
tarii si utilizarii diferentiate a diverselor metode chirurgicale
endoscopice miniinvazive noi, analizei comparative a rezul-
tatelor tratamentului chirurgical endoscopic transuretal si al
factorilor de risc in dezvoltarea complicatiilor intra- si post-
operatorii.

Obiectivele propuse in lucrare remarca evaluarea eficaci-
tatii metodelor de tratament endoscopic transuretral cu de-
terminarea posibilitatilor si necesitatilor de implementare a
acestora 1n tratamentul complex diferentiat al afectiunilor ca-
ilor urinare inferioare si al complicatiilor lor.

In lucrare sunt prezentate rezultatele analizelor compara-
tive a eficacitatii tratamentului si complicatiilor intra- si post-
operatorii ale diverselor modalitati chirurgicale endoscopice
(transuretrale), oportunitatilor de implementare si extindere
a indicatiilor lor de utilizare, a posibilitatilor de ameliorare a
rezultatelor si minimizare a incidentei complicatiilor endosco-
piei transuretrale diferentiate (individualizate) a patologiilor
obstructive ale cailor urinare inferioare, mentionate mai sus.

Un obiectivimportant a fost determinarea cauzelor de apa-
ritie a obstructiilor infravezicale recidivante dupa tratamen-
tul chirurgical al adenomului de prostata, stricturilor uretrei,
sclerozei colului vezicii urinare si a prostatei, studiul eficientei
metodelor endoscopice de tratament al OIV postoperatorii re-
cidivante, elaborarea masurilor de profilaxie si supraveghere
ulterioara a bolnavilor dupa tratamentul respectiv.

Monografia ,Obstructia infravezicald: diagnostic si trata-
ment endoscopic miniinvaziv”, este expusa pe 280 de pagini,
contine sase capitole. Continutul monografiei a fost sintetizat
baza unei documentari temeinice, avand suportul teoretic a
368 de surse bibliografice, preponderent straine, peste 30%
dintre referinte fiind publicate 1n ultimii 5 ani. Lucrarea conti-
ne 54 de tabele si 102 figuri. Monografia este bine structurata
si contine capitolele necesare care vor oferi suportul teoretic
necesar medicilor urologi si practicienilor endourologi.

Introducerea prefigureaza domeniile de cercetare perso-
nala si este sustinuta de actualitatea subiectului monografiei.
De asemenea, sunt trecute 1n revista dificultatile principale in
abordarea traditionala a tratamentului multor maladii urolo-
gice, care provoaca obstructia infravezicala. Deficientele exis-
tente in managementul complex al OIV au si servit drept baza
pentru formularea scopului si sarcinilor lucrarii stiintifice de
fata.

In capitolul 1 se trec in revisti sursele literare referitoare
la unele afectiuni si stari patologice, care provoaca obstructia
cailor urinare subvezicale. De asemenea, este reflectat aportul
scolilor urologice internationale si autohtone, in solutionarea
problemelor stringente de management al OIV. Problema ma-
nagementului complex al OIV este elucidata in lumina cunos-
tintelor contemporane si in aspect istoric. Este fundamentata
selectia afectiunilor principale, provocatoare a OIV, analiza-
ta in continuare in studiul stiintific efectuat. Un subcapitol
aparte este dedicat viziunilor moderne privind modalitatile
de prevenire si combatere a acestora, subliniind aportul rela-
tiv al diferitor criterii de selectare a metodelor de tratament.
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expanding the indications and optimizing possibilities of the
transurethral endoscopic treatment of the diseases and patho-
logical obstructions of infravesical urinary tracts by means of
implementation and differentiated use of various, new, mini-
mally invasive endoscopic interventions as well as compara-
tive analysis of transurethral endoscopic surgical outcomes
and risk factors for the development of intra- and postopera-
tive complications.

The proposed objectives of the work were to assess the ef-
ficacy of transurethral endoscopic methods and determine the
possibilities and needs of their implementation in differenti-
ated complex treatment of lower urinary tract disorders and
their complications.

This book explores the results of a comparative analysis
of efficacy and intra- and postoperative complications; va-
rious endoscopic surgical interventions (transurethral); op-
portunities to implement and expand the indications for their
use; opportunities to optimize the results and minimize the
complications occurrence for differentiated (individualized)
transurethral surgeries of the lower urinary tract obstructions
mentioned above.

A major objective was to determine the causes for recur-
rent infravesical obstructions after a surgical treatment for
BPH, urethral strictures, prostatic and bladder neck sclerosis,
as well as to assess the effectiveness of endoscopic treatment
of recurrent postoperative IVO; to develop preventive mea-
sures and further follow-up of patients after treatment.

The monograph “Infravesical obstruction: diagnosis and
minimally invasive endoscopic treatment”, consists of 280
pages, six chapters. The choice of the monograph content was
based on a thorough documentation, and 368 bibliographical
sources as a theoretical support, mainly foreign ones, whereas
over 30% have been published within the last 5 years. The pa-
per contains 54 tables and 102 figures. The monograph is a
well-structured work and contains chapters that will provide
necessary help for urologists and practitioners of endouro-
logy.

The introduction provides personal research domains,
supported by actuality of the monograph topic. Moreover, the
major challenges of the traditional approach are sufficiently
described for the treatment of many urological diseases, which
lead to infravesical obstruction. The poor evidences that have
been reported in the conceptualization of IVO complex mana-
gement have served as the basis for identifying the goals and
objectives of this scientific work.

Chapter 1 is an overview of literary sources regarding cer-
tain diseases and pathological conditions causing subvesical
urinary obstructions. Also, it reflects the contribution of in-
ternational and native urological schools in solving the acute
issues of IVO management. The problem of IVO complex man-
agement is viewed in the light of contemporary and historical
studies. The selection of main disorders has been highlighted,
as being the cause for IVO occurrence and further analysed
within this scientific work. A separate section is dedicated
to modern approaches on how to prevent and fight off these
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Aspecte etiologice si patogenetice ale OIV, analiza procesului
de diagnostic, abordarile contemporane in tratamentul endo-
scopic, au creat suportul stiintific pentru discutia indicatiilor,
contraindicatiilor si eficacititii tratamentului. in acest con-
text, sunt prezentate si optiunile contemporane de tratament
chirurgical minim invaziv, endourologic si clasic (deschis) ale
afectiunilor studiate, descrise 1n capitolele 3, 4 si 5.

Rolul examindrilor imagistice in stratificarea pacientilor
cu patologii obstructive infravezicale este elucidat in capitolul
2. Acesta contine date privind lotul de pacienti, divizarea lui
in grupe conform etiologiei afectiunilor si metodelor de trata-
ment. Sunt prezentate metodele de examinare, implementate
in evaluarea complexa a pacientilor inrolati. A fost efectuat
un studiu clinic si analitic prospectiv (durata supravegherii -
pana la 1-3 ani dupa externare, In functie de metodele chirur-
gicale endoscopice aplicate).

In capitolul 3, este ficutd analiza comparativi a eficaciti-
tii tratamentului chirurgical a HBP, complicata prin obstruc-
tie infravezicald. Rezultatele si oportunitatile de extindere a
indicatiilor si eficientizarea tratamentului endoscopic sunt
analizate in functie de aplicarea diverselor modalitati opera-
tionale endoscopice (TUR, electrovaporizare, laser, vaporizare
plasmakinetica si asocieri de tehnici) pentru HBP de diferite
dimensiuni (mici, medii, mari) si forma (hiperplazia numai
a lobului median sau si a celor laterali), In viziunea evaluarii
aportului lor imediat in reusita viitoare a tratamentului endo-
urologic. Sunt minutios cercetati indicatorii clinici relevanti,
datele urodinamicii, fluxmetriei urinare, urografiei, ecografiei,
ultrasonografiei. Un subcapitol este consacrat cercetarii inci-
dentei si caracterului complicatiilor intraoperatorii si posto-
peratorii ale interventiilor chirurgicale in HBP. De asemenea,
sunt indentificate cauzele aparitiei complicatiilor postopera-
torii, inclusiv in OIV recidivante, precum si cdile de minimizare
sau prevenire a lor.

Capitolul 4 prezinta particularitatile manifestarilor clinice
si rezultatele analizei comparative a tratamentului endochi-
rurgical in OIV, provocata de scleroza colului vezicii urinare
si a prostatei. Un alt subcapitol este consacrat caracterizarii
complicatiilor intraoperatorii si postoperatorii, cu determina-
rea modalitatilor de selectie a tratamentului endoscopic potri-
vit, a prioritatilor si a anumitor imprejurari de implementare
reusitd a acestuia.

In capitolul 5, sunt abordate rezultatele studierii compa-
rative a eficientei diferitor metode chirurgicale de tratament
al stricturilor si obliteratiilor de uretra de diversa etiologic, in
functie de caracteristicile lor (etiologie, localizare, manifestari
clinice si paraclinice). Sunt confruntate rezultatele operatiilor
endourologice si ale tratamentului miniinvaziv. O parte dintre
pacienti operati au fost, in continuare, monitorizati prospec-
tiv, timp de 3 ani, pentru a descrie complicatiile precoce si
cele de la distanta. O atentie deosebita s-a acordat factorilor
de risc pentru dezvoltarea recidivelor stricturii de uretra. Stu-
diul analitic a pus 1n evidenta factorii principali de risc pentru
dezvoltarea complicatiilor postoperatorii, precum si pattern-
ul aparatiei lor. Astfel, a fost fondata o baza stiintifica pentru

pathologies, as well as highlighting the relative contribution
of different criteria for selecting the treatment techniques.
Etiological and pathogenetic aspects of the IVO, the diagnostic
analysis, the endoscopic treatment approaches have provided
contemporary scientific support for discussions of its indica-
tions, contraindications and efficacy. In the context of assess-
ment, there were presented contemporary options of mini-
mally invasive surgical treatment, along with endourologic
and classical (open) ones for these disorders, observed during
the researching process from Chapters 3, 4 and 5.

The role of imaging examinations regarding the patients’
stratification, affected by infravesical obstructive pathologies
is being emphasized in Chapter 2. It contains data related to
the patients cohort divided into groups according to the aeti-
ology of diseases and treatment methods. The described ex-
amination methods were implemented in the complex assess-
ment of enrolled patients. A prospective analytical and clinical
study was conducted (follow-up length: up to 1-3 years after
the hospital discharge, depending on the duration of endo-
scopic surgical treatment).

Chapter 3 is focused upon the comparative analysis of the
effectiveness of surgical treatment for BPH, which is exacer-
bated by infravesical obstruction. There were analysed the
results and opportunities for expanding indications and effi-
ciency of endoscopic therapy, by applying various endoscopic
surgical techniques (TUR, electro vaporization, laser, plasma
kinetic vaporization and combinations of them) for BPH
treatment of different sizes (small, medium, large) and form
(isolated median lobe hyperplasia and/or of lateral ones), in
regard to their assessment of immediate success for further
endourological treatment. There were thoroughly investigat-
ed the relevant clinical indices, data of urodynamic, uroflow-
metry, echography, ultrasonography. A section is dedicated to
the incidence and nature of intraoperative and postoperative
complications of the surgical interventions in BPH. Also, the
causes of postoperative complications were identified, includ-
ing recurrent IVO, as well as the ways of minimizing or pre-
venting them.

Chapter 4 describes the peculiarities of clinical manifesta-
tions and the comparative analysis outcomes of the endosur-
gical for IVO, caused by prostatic or bladder neck sclerosis. A
section is dedicated to the characteristics of intraoperative
and postoperative complications; elective methods of an ef-
fective endoscopic treatment; the advantages and specific set-
tings of its successful implementation.

Chapter 5 displays the results of a comparative study of the
effectiveness of different surgical treatments for urethral stric-
tures and obliterations of diverse aetiologies and according to
their characteristics (aetiology, location, clinical and labora-
tory manifestations). The surgical outcomes for endourologic
procedures were compared with those of minimally invasive
treatment. Some of the operated patients were being followed
up via a prospective study within 3 years in order to outline
the early and distant complications. A particular attention was
paid to the risk factors for the development of urethral stric-



elaborarea strategiei de tratament, in functie de metoda de co-
rectie chirurgicala a stricturilor extinse si de recanalizare en-
doscopici a uretrei. In capitolul dat sunt prezentate si o serie
de cazuri clinice, care reflecta evolutia reusita a maladiei dupa
corectia chirurgicala.

Capitolul 6 sintetizeaza datele obtinute in cadrul cercetarii
stiintifice si le confirma cu cunostintele moderne si recoman-
darile in vigoare din domeniu. Conceptul propus al tratamen-
tului endoscopic transuretral individualizat al afectiunilor ob-
structive infravezicale reprezinta o sinteza succinta a opiniilor
principale expuse In monografie. S-a demonstrat specificul si-
tuatiei In Republica Moldova si necesitatea ajustarii recoman-
darilor internationale vis-a-vis de particularitatile medico-so-
ciale nationale. Au fost studiate si comparate diferite metode
de tratament contemporan al maladiilor provocatoare de OIV,
s-a apreciat tactica de tratament chirurgical endoscopic tran-
suretral In perioada pre- si postoperatorie la pacientii cu dife-
rite afectiuni obstructive infravezicale cercetate.

Cu ajutorul datelor acumulate si tindnd cont de starea actu-
ala a problemei, sunt formulate algoritmi secventiali ai trata-
mentului endochirurgical. Acesti algoritmi argumenteaza clar
indicatiile endoscopiei transuretrale diferentiate a patologii-
lor obstructive ale cdilor urinare inferioare.

Subiectul lucrarii prevede implementarea a unei serii de
modalitati individualizate de tratament endoscopic transure-
tral miniinvaziv in anumite patologii obstructive infravezicale,
in baza analizei comparative a rezultatelor unui studiu apro-
fundat asupra eficientei in timp a solutiilor propuse.

In baza celor expuse, consider ci monografia ,Obstructia
infravezicald: diagnostic si tratament endoscopic miniinvaziv”
este o lucrare stiintificd, ce contine date originale proprii si
o analiza ampla a literaturii de specialitate. Ea reprezinta un
studiu finalizat, care merita o apreciere 1nalta.

Emil Ceban, dr. hab. st. med,

profesor universitar,

Catedra de urologie si nefrologie chirurgicala
Universitatea de Stat de Medicina si Farmacie
»Nicolae Testemitanu”
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ture recurrence. The analytical study revealed major risk fac-
tors in the development of postoperative complications and
their pattern of occurrence. Thus, there was established a sci-
entific basis for developing treatment strategies regarding the
method of surgical correction for extensive ureteric strictures
and endoscopic recanalization of the urethra. The chapter also
includes a series of clinical cases, describing the successful
evolution of the disease after a surgical correction.

Chapter 6 summarizes the obtained scientific research
data and confirms them by means of contemporary scientific
knowledge and current recommendations related to this field.
This chapter also renders the proposed concept of individu-
alized transurethral endoscopic treatment of infravesical ob-
structions; as well as it includes a brief summary of main opin-
ions presented in the monograph. It has been demonstrated
the specificity of the situation in Moldova, which requires an
adjustment of international recommendations according to
the national medico-social peculiarities. There were studied
and compared different modern methods of treatment for dis-
eases, which lead to IVO. An approach assessment was carried
out regarding the transurethral endoscopic treatment in pre-
and post-operative patients with different researched infra-
vesical obstructions.

Due to the gathered data and taking into account the cur-
rent state of the problem, there were formulated sequential
treatment algorithms for endosurgery. These algorithms clear-
ly display argued indications, like differentiated transurethral
endoscopy for disorders of lower urinary tract obstructions.

The subject of the work provides the implementation
of a series of individualized methods for minimally invasive
transurethral endoscopic treatment in certain infravesical ob-
structive pathologies, based on a comparative analysis of the
detailed research outcomes on the efficacy of the proposed
solutions over time.

Based on the above mentioned, I consider the monograph
“Infravesical obstruction: diagnosis and minimally invasive en-
doscopic treatment” as being a scientific research paper, which
includes original data and a comprehensive analysis of the
specialized literature. It represents a complete study, which
deserves high appreciation.

Emil Ceban, PhD,

university professor,

Chair of urology and surgical nephrology

Nicolae Testemitanu State University of Medicine and
Pharmacy
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strobe-statement.org.

Volumul textului unui manuscris nu trebuie sa depdseasca 6000
de cuvinte. Cu toate ca numadrul figurilor si tabelelor In manuscris
ramane la discretia autorilor, se recomanda ca numarul lor sa fie li-
mitate la 5, pentru a nu reduce din lizibilitatea articolului pe paginile
Revistei.

Structura unui articol original trebuie sd respecte urmdtoa-
rea consecutivitate:

= Titlul lung (formulat in conformitate cu ghidurile STROBE)

= Numele si prenumele complete ale autorului (autorilor)

= Afilierile autorului (autorilor)

= Datele de contact ale autorului corespondent

= Titlul scurt (va fi utilizat in calitate de colontitlu pe paginile Re-
vistei)

= Elementele scoase in evidentd din articol:
o Ce nu este, deocamdatd, cunoscut la subiectul abordat (de-

scris in 1-3 fraze)
o Ipoteza de cercetare (formulata in 1-2 fraze)
o Noutatea adusa de articol literaturii stiintifice din domeniu
(limitata la 1-3 fraze).

= Rezumatul articolului (compus din: introducere, materiale si
metode, rezultate, concluzii), limitat la maximum 350 de cuvin-
te.

= Cuvinte cheie

= Introducere

= Materiale si metode

= Rezultate

= Discutii

= Concluzii

= Lista abrevierilor utilizate (daca este cazul)

= Declaratia de conflict de interese

= Contributiile autorilor

= Multumiri si finantare (daca este cazul)

= Referinte bibliografice

= Tabele silegende la tabele (daca este cazul)

= Jlustratii si figuri (daca este cazul)

= Legendele figurilor (daca este cazul)

= Descrierea datelor suplimentare, anexe (daca este cazul)

Pe pagina de titlu a manuscrisului trebuie sa fie prezente ur-
matoarele elemente:

= Titlul manuscrisului: formulat in conformitate cu ghidurile
STROBE, trebuie sa fie laconic, relevant pentru continutul manuscri-
sului, sa reflecte tipul (design-ul) studiului si sa nu depdseasca 25 de
cuvinte. Nu se admit prezenta abrevierilor in titlu.

= Titlul scurt (ce va fi utilizat drept colontitlu pe paginile Revis-
tei) reprezinta o versiune scurtd, de esentd, a titlului complet. Va fi
limitat la 40 de caractere, inclusiv spatiile.

= Numele autorului (autorilor). Autori sunt numiti doar acele
persoane, care au avut o contributie substantiald la lucrare. Exem-
ple de contributie esentiald la lucrare sunt: elaborarea design-ului
studiului, recrutarea pacientilor, participarea in colectarea datelor,
analiza datelor, interpretarea rezultatelor, scrierea propriu-zisa a ar-
ticolului, realizarea tehnicd a testelor, investigatiilor, realizarea ima-
ginilor, formularea concluziilor. Pot fi citati pana la 10 autori indivi-
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Although, the number of figures and tables in the manuscript is at the
discretion of the authors, in order to not reduce article legibility it is
recommended to limit their number to five.

Structure of original article must comply with the following
sequence:
= Full title (according to the STROBE guidelines)
= Full authors’ name
= Authors’ affiliations
= Contact details of corresponding author
= Short title (to be used as a running head on the journal)
= Article highlights:
o What is not yet known on the issue addressed in the submit-
ted 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).
= Abstract (consisting of background, materials and me-
thods, results and conclusions), to not exceed 350 words.
= Keywords
= [ntroduction
= Materials and methods
= Results
= Discussions
= Conclusions
= List of abbreviations used (if applicable)
= Declaration of conflict of interests
= Authors’ contributions
= Acknowledgements and funding (if applicable)
= References
= Tables and tables’ captions (if applicable)
= Pictures and figures (if applicable)
= Figures' legends (if applicable)
= Description of additional data, appendices (if applicable)

The cover page of the manuscript should include:

= Title of the manuscript: written according to the STROBE
guidelines, should be concise, relevant to the content of the manu-
script, and reflect the study design. The title length should not exceed
25 words. It is not allowed the presence of abbreviations in the title.

= Short title: (to be used as a running title) is a short version of
the essential of the full title. Short title will be limited to 40 charac-
ters, including spaces.

= Author(s) name: Authors list must include only those persons
who had a substantial contribution to the work. Examples of essential
contribution to the work are: developing of the study design, patients
recruitment, participation in data collection, data analysis, interpre-
tation of results, writing of the manuscript, performing of the tests,
pictures taking, drawing conclusions. The authors list should not ex-
ceed 10 persons. If the research group exceed 10 individual authors,
in the “Authors name” section first two will be cited, all others should
be mentioned at the end of the 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 in 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
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duali. In cazul cand grupul de lucru depiseste 10 autori individuali,
vor fi citati in sectiunea ,,Numele si prenumele autorilor” doar primii
doi, iar restul vor fi mentionati la sfarsitul articolului, la sectiunea
,Multumiri si finantare”.

Membrii grupului de lucruy, care nu Indeplinesc criteriile formale
de autor enumerate, dar au avut o oarecare contributie la lucrare, pot
fi mentionati In sectiunea ,Multumiri si finantare”.

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

(*) - pentru Autorul corespondent;

(1) - 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.

= Afilieri. Afilierea autorilor se va scrie dupa sectiunea ,Numele
autorului (autorilor)”. In acest sens, se va mentiona numele complet al
institutiei de afiliere a autorului (autorilor), localitatea si tara.

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

= Elementele scoase in evidenta din articol:

o Ce nu este, deocamdatd, cunoscut la subiectul abordat (de-
scris 1n 1-3 fraze)

o Ipoteza de cercetare (formulata in 1-2 fraze)

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

Din pagina noua:
Rezumatul
Rezumatul trebuie sa fie scris la timpul trecut, persoana a treia.
Acesta trebuie sd ofere un sumar concis al scopului, obiectivelor, re-
zultatelor semnificative si concluziilor studiului, in limitele la 350 de
cuvinte, organizate In urmatoarele sectiuni:
= Introducere - unde se va reflecta, pe scurt, contextul si scopul
principal al studiului;
= Material si metode - cum a fost realizat studiul si ce teste sta-
tistice au fost aplicate;
= Rezultate - prezintd rezultatele principale ale studiului;
= Concluzii - o scurtd trecere in revista a constatdrilor 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 pentru
continutul articolului. Pentru a usura gasirea articolului Dvs. de catre
motoarele de cautare ale bazelor de date, folositi termeni recoman-
dati din lista de titluri cu subiect medical de pe http://nlm.nih.gov/
mesh.

inregistrarea trialului clinic

In caz dac articolul Dvs. comunica rezultatele unui trial clinic, va
rugam sa indicati Registrul trialului si numarul unic de inregistrare
a trialului.

Exemplu: ,Current Controlled Trials ISRCTN61362816”. Atentie!
Nu trebuie sd existe niciun spatiu intre literele si cifrele numarului
unic de inregistrare a trialului. Pentru mai multe informatii, va rugam
sa accesati http://www.isrctn.org (International Standard Randomi-
sed Controlled Trial Number) si http://www.icmje.org (International
Committee of Medical Journal Editors).

characters as a superscript index at the end of their names is recom-
mended:

(*) - Corresponding author;

(1) - Authors with equal contribution.

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

= Affiliation: 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 Belii?)

= Article highlights:

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

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

© The novelty added by manuscript to the already published sci-
entific 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 of the purpose, objectives,
significant results and conclusions of the study. The summary text
should not exceed 350 words organized into the following sections:
= Introduction - reflect in short the context and purpose
of the study;
= Material and methods - describe how the study was
conducted and specify the applied statistics;
= Results - present the key results of the study;
= Conclusions - a brief overview of the findings, with pos-
sible implications for further studies.
Do not use abbreviations or citations in the abstract of the article.
Key words
List 4-10 keywords that are representative for the contents of the
article. To facilitate finding of your article by search engines of elec-
tronic databases, use MESH keywords list (available on http://nlm.
nih.gov/mesh).

Registered clinical trial

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

E.g.: “Current Controlled Trials ISRCTN61362816”

Attention! There should be no space between letters and num-
bers of the unique record number of the 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:

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

= define the problem addressed and explain why it is im-
portant;

= include a brief review of recent literature in the field;

= mention any controversy or disagreement existing in the



Din pagina noua:

Introducerea

Introducerea, scrisa la timpul trecut, persoana a treia, trebuie:

= sa ofere informatii care ar permite cititorilor din afara dome-
niului sd intre In contextul studiului, sa-i inteleaga semnificatia;

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

= 53 includa o scurtd trecere in revistd a literaturii recente din
domeniu;

= sa mentioneze orice controverse sau dezacorduri relevante in
domeniu;

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

= 53 concluda cu scopul lucrarii si cu un comentariu care sa ateste
daca scopul propus a fost atins.

Material si metode

in sectiunea ,Materiale si metode” trebuie si fie descrise cu deta-
lii suficiente procedurile efectuate. Aici se vor mentiona protocoalele
detaliate privind metodele utilizate precum si informatii justificative.
Se vor include: design-ul studiului, descrierea participantilor si mate-
rialelor implicate, descrierea clard a tuturor interventiilor si compa-
ratiilor 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 comerciala.
in cazul studiilor pe subiecti umani sau pe animale, trebuie si fie
mentionatd aprobarea etica (data si nr. procesului verbal al sedin-
tei Comitetului de Etica, presedintele CE si denumirea institutiei, in
cadrul careia activeaza CE), precum si consimtamantul informat al
persoanelor.

Rezultate

Rezultate si discutiile vor fi prezentate in sectiuni separate.

Autorii trebuie sa prezinte rezultate clare si exacte. Rezultatele
prezentate trebuie explicate (nu justificate sau comparate, in 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 contina interpretari
importante ale constatdrilor si rezultatelor, iIn 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
despre subiectul abordat. in 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 tabe-
le vor fi descifrate in legendd. Abrevierile trebuie folosite cat mai rar
posibil.

MJHS 11(1)/2017

field;

= formulate research hypothesis and present the main and
secondary assessed outcomes;

= conclude with the research’ propose and a short com-
ment whether the purpose has been achieved.

Material and methods

“Materials and methods” section should present in 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 1n 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 of the EC as well as institution within EC is 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 in the “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 leg-
end. 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 ICMJE guidelines, authors must fulfill a statement of conflicts of
interest, which will be published at the end of the article.

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

For financial conflicts of interest
= specify whether any organization has financial relation-
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Declaratia de conflict de interese
Dupa publicare, persoanele sau organizatiile implicate in studiu
vor deveni publice si astfel poate fi influentata reputatia lor. Prin ur-
mare, autorii trebuie sa dezvaluie relatia financiara sau non-financi-
ara cu persoane sau organizatii si sa declare conflictele de interese
pentru datele si informatiile prezentate in manuscris. in conformita-
te cu ghidurile ICMJE, Autorul (autorii) trebuie sa completeze o decla-
ratie privind Conflictele de interese, care va fi prezentata la sfarsitul
articolului publicat.
Completand declaratia referitoare la Conflictele de interes, se vor
lua In consideratie:
Pentru Conflicte de interese financiare
= specificati dacd vreo organizatie are relatie financiara cu lu-
crarea stiintifica reflectata in manuscris, inclusiv de finantare,
salariu, rambursari;
= mentionati, dacd articolul are un impact asupra organizatiei
date, ce ar genera pierderi sau profituri dupa publicare, in pre-
zent sau in viitor;
= autorul (autorii) trebuie sa precizeze daca detin cote de pro-
prietate in 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 aplicd pentru orice drepturi de proprietate (bre-
vet) in legatura cu continutul utilizat in manuscris;
= precizati daca existd oricare alte conflicte de interese.

Pentru Conflicte de interese non-financiare

= V3 rugam sa specificati oricare conflicte de interese non-fi-
nanciare legate de politicd, individuale, religioase, ideologice,
educationale, rationale, comerciale etc., care au legatura cu ma-
nuscrisul.

Contributia autorilor

Aceasta sectiune a manuscrisului are rolul de a specifica contri-
butia si gradul de implicare a fiecirui autor. in acest sens, vi rugam
sa respectati formatul exemplului propus: ,HW a conceput studiul, a
participat la design-ul studiului si a ajutat la redactarea manuscrisu-
lui. MG a efectuat procesarea exemplarelor, a metodelor de culturd ale
tesutului si a elaborat manuscrisul. TK a efectuat testele de imunoflu-
orescentd. PN a participat la colorarea probelor si la analiza citome-
tricd prin flux. AR a participat la elaborarea design-ului studiului si a
efectuat analiza statisticd. Manuscrisul final a fost citit si aprobat de
cdtre toti autorii’.

Fiecare Autor trebuie sa aibad o contributie individuala in desfa-
surarea cercetdrii, pregatirii manuscrisului si publicarii lucrarii. Un
Autor trebuie sa contribuie semnificativ la conceptul si design-ul lu-
crarii, la efectuarea procedurilor experimentale, la colectarea datelor,
la compilarea, analiza, interpretarea si validarea rezultatelor.

Conform recomandarilor Comitetului International al Editorilor
Revistelor Medicale, ICMJE, (www.icmje.org), drept autor poate fi con-
sideratd persoana care se Incadreaza in toate cele 4 criterii:

1. a adus o contributie individuala substantiala conceperii, ela-
borarii design-ului cercetarii, sau a colectat, analizat sau in-
terpretat datele;

2. aelaborat manuscrisul sau l-a revazut in mod critic, aducand o
contributie intelectuald importants;

3. a aprobat versiunea finald a manuscrisului, gata pentru publi-
care;

4. este de acord sa fie responsabild pentru toate aspectele legate
de cercetarea efectuata si de manuscrisul depus pentru publi-
care si sa dea asigurare, ca toate intrebarile referitoare la acu-

ship with research presented in the manuscript, inclu-
ding funding, salary, reimbursements;

= mentioned, if the article has any impact on the eventually
involved organization and could generate losses or pro-
fits after publication, now or in the future;

= authors must indicate if they have shares ownership in
any organization that may incur losses or take profits
after publication, now or in 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 ma-
nuscript;

= indicate if there are any other conflicts of interest.

For non-financial conflicts of interest

= Please specify any non-financial conflicts of interest: po-
litical individual, religious, ideological, educational, rati-
onal, commercial 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 follow the 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 of the work, performing of the experimental procedures,
data collection, compilation, analysis, interpretation and validation
of results.

According to the International Committee of Medical Journals
Editors, ICMJE (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” of the manuscript. Also, people who have only been
involved in 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 ICMJE criteria, doesn’t provide the
right to be a coauthor of the work.



ratetea sau integritatea lucrdrii vor investigate si rezolvate in
mod corespunzdtor.

Nota: Persoanele, care au contribuit la realizarea lucrarii, insd nu
se incadreaza in toate cele 4 criterii enuntate mai sus, nu pot fi con-
siderate drept autori; contributia acestora va fi mentionatd in sectiu-
nea ,multumiri si finantare” a manuscrisului. De asemenea, persoa-
nele care au fost implicate doar in colectarea datelor, supraveghere,
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, in cadrul careia
s-a efectuat cercetarea, fara indeplinirea tuturor celor 4 recomandari
ale ICMJE, 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 ma-
nuscrisului si la redactarea lui critica, au oferit suport general sau
tehnic, au contribuit cu materiale esentiale pentru studiu, dar care
nu indeplinesc criteriile ICMJE de Autor, nu vor fi considerate drept
Autori, dar contributia lor va fi mentionata In sectiunea ,multumiri si
finantare”. Tot in aceastd sectiune se vor mentiona sursele de finan-
tare ale lucrdrii. Mentionarea persoanelor fizice sau juridice, care au
contribuit la realizarea lucrarii 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 pagi-
na separata, dupa textul manuscrisului. Enumerarea tabelelor va fi
consecutivd, cu cifre arabe, in ordinea primei lor citari in 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 in
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 prelungita* 11,0% 4,0% 0,19
GVPO' post-extubare 8,0% 27,0% 0,007
Durere intensa la trezire 17,0% 19,0% 1,0

Notd: * - trezire neobisnuit de lenta, dupa ce concentratia cerebrald a
reziduurilor de anestezice a trecut sub pragul de inducere a hipnozei;
T - greata si vomad postoperatorie. Analiza statistica utilizata: testul Fisher.

Legendele si notele explicative vor fi ficute sub tabel. Toate abre-
vierile non-standard se vor explica in notele de subsol, folosind ur-
matoarele simboluri, in urmatoarea ordine: *,t+,%,§, ||, 7, **, T 1,
$4,88, 1111, 7 Tetc

Mentionati, de asemenea, testele statistice aplicate si tipul de
date prezentate. Asigurati-va ca fiecare tabel este citat In text. Daca
utilizati date din altd sursa publicata sau nepublicata, trebuie sa obti-
neti permisiunea si sa declarati pe deplin sursa sub tabel.
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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 ICMJE authorship criteria will not be
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
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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 in the order of their
first citation in the text; it is should be written in 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

E i tal
xperimenta Control Cohort

Cohort p
(n=100) (n=100)
Dysrhythmia 6.0% 30% 0.49
Hemodynamic instability 7.0% 1.0% 0.034
Prolonged awakening* 11.0% 4.0% 0.19
PONVT 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; 1+ - 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: *, +, 4, & | |, T.* tt+ £ 8& || ||, T
q etc.

Applied statistical tests and the type of presented data should be
also mentioned. Make sure that each table is cited in the text. If you
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 of their 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-
conic title that will be written using regular font and place in the right
of the 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. If a 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



Figurile

Figurile vor fi prezentate atat In manuscris, cat si pe fisiere se-
parate. in manuscris, figurile vor fi prezentate dupa textul lucririi,
fiecare pe pagina separata si vor fi numerotate consecutiv, cu cifre
arabe, in ordinea citdrii lor In text. Numerotarea va fi scrisd abreviat
(Fig. 1), cu caractere grase (bold), alinierea - pe stanga, sub figura.
Fiecare figurd 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 insotite de permi-
siunea scrisd de a utiliza fotografia. in caz contrar, fata persoanelor
trebuie acoperitd cu o bandi neagra. In cazul in care o figura a fost
publicata anterior, faceti referinta la sursa originala si prezentati per-
misiunea scrisd 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

o JPEG

o EPS (format preferat pentru diagrame)

o PowerPoint (figurile trebuie sd fie de marimea unui singur di-

apozitiv)

Titlul fisierului va consta din numarul figurii si un titlu scurt,
identificabil.

Legendele figurilor

Legenda figurii va fi scrisa In continuare, imediat dupa titlul fi-
gurii. Descrierea figurii nu trebuie sa repete descrierea din textul
manuscrisului. Cand sunt folosite simboluri, sdgeti, numere sau litere
pentru a identifica, descrie parti ale ilustratiilor, identificati-le si ex-
plicati-le pe fiecare in mod clar in legenda. Explicati scala interna si
identificati metoda de colorare in 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 anterior In
alta parte. Imaginile color vor fi tiparite din contul autorilor.

Referintele bibliografice

Toate referintele bibliografice trebuie sa fie numerotate consecu-
tiv, intre paranteze patrate [ ], in ordinea in care sunt citate in text.
Citatele de referinta nu trebuie sa apara in titluri sau subtitluri. Fie-
care referinta trebuie sa aiba un numar individual. Citarile multiple
din cadrul unui singur set de paranteze trebuie sa fie separate prin
virguli si spatiu. In cazul in care existi trei sau mai multe citiri sec-
ventiale, acestea ar trebui sa fie indicate sub formd de serie. Exemplu:
[1,5-7,28].

Vi rugim si evitati folosirea excesivi a referintelor. In cazul in
care se folosesc sisteme automate de numerotare, numerele de refe-
rinta trebuie sa fie finalizate, iar bibliografia trebuie formatata com-
plet inainte de depunere. Lista de referinta trebuie sa contina toti
autorii. Abrevierea revistelor trebuie sd 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 ca-
racter personal nu trebuie sa fie incluse in lista de referintd, dar pot
fi incluse in text si citate In mod corespunzator, indicand cercetatorii
implicati. Obtinerea permisiunii printr-o scrisoare de la autori pen-
tru a le cita comunicarile sau datele nepublicate sunt in responsabili-
tatea autorului corespondent al articolului.

Formatul referintelor

Autorii sunt rugati sa furnizeze cel putin un link pentru fiecare
referintd bibliografica (preferabil PubMed).

domain.

For figures, the following file formats are accepted:

O TIFF

O JPEG

O EPS (preferred format for diagrams)

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 in the text
of the manuscript. When used symbols, arrows, numbers or letters to
describe parts of the figure, explain clearly each one of them in 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 [ ], in the order they are cited In the 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. If there 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.

References format

Authors are asked to provide at least one link for each citation
(preferably PubMed).

O Journal article referen

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 “In press” (italic, bold),
after the pages number. All the authors should be listed.

e.g.: “1. Belli A, Cobaletchi S., Casian V., Belli N., Severin G., Chesov
L., Bubulici E. Les aspects pharmaco-economiques dans la gestion de
la douleur perioperatoire. Mise au point. Ann Fr Anesth Réanim, 2012;
31: 60-66. “

O Book referen

Surname and initials of the author (s), separated by commas (reg-
ular). Title of chapter (regular) (cited page(s) number). In: Title of



o Referinti ] .

Numele si initialele autorului sau al autorilor, separate prin virgu-
1a (regular). Titlul articolului (regular). Forma abreviatd a denumirii
revistei (italice), urmat de anul, numarul volumului: numarul pagini-
lor (regular). Articolele in curs de publicare citate vor fi mentionate
cu ,In press” (italic, bold), dupa numarul paginilor. Se vor mentiona
toti autorii articolului.

Ex: ,1. Belli A, Cobaletchi S., Casian V, Belli N,, Severin G., Chesov
L., Bubulici E. Les aspects pharmaco-economiques dans la gestion de la
douleur perioperatoire. Mise au point. Ann Fr Anesth Réanim, 2012; 31:
60-66."

o Referingi la carte

Numele si initialele autorului sau al autorilor, separate prin vir-
guld (regular). Titlul capitolului (regular) (numadrul paginii sau pa-
ginilor citate). In: Titlul cartii. Detalii privind Editorul. Editura, locul,
anul editarii.

Ex: 1. Belii A. Gestiunea riscului si siguranta pacientului in aneste-
zie si terapie intensiva (p. 115-134). In: Recomandari si protocoale in
anestezie, terapie intensiva si medicina de urgenta. Editori: Sandesc D.,
Bedreag O., Papurica M. Ed. Mirton, Timisoara, Romania, 2010.”

o Referinta la Web

Numele si initialele autorului sau al autorilor, separate prin virgulg,
sau denumirea detinatorului 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. WebM&M. Disponibil la adresa: [http://we-
bmm.ahrq.gov/case.aspx? caselD=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: editormjhs@usmf.md
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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”.

O 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.

E.g.: “Agency for Healthcare Research and Quality (AHRQ). Pro-
duction Pressures. WebM & M. Available at: [http://webmm.ahrq.
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: editormjhs@usmf.md
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Titlul manuscrisului:

MJHS

Moldovan Journal of Health Sciences
Revista de Stiinte ale Sanatatii din Moldova

SCRISOARE DE INSOTIRE

Relevanta manuscrisului pentru scopul promovat de Revista:

Ce aduce nou manuscrisul domeniului (specialitatii) in care este publicat:

Modul in care manuscrisul adauga valoare la literatura stiintifica de specialitate:

Noi, autorii subsemnati ai manuscrisului, declaram ca (bifati):

O

Ooooog4do-g

lucrarea mentionata este originala;

lucrarea mentionata nu a fost publicata anterior;

lucrarea mentionata nu este depusa pentru publicare 1n alta revistd;
toti autorii subsemnati au contribuit la elaborarea manuscrisului;

de la subiectii inclusi in studiu a fost obtinut consimtamantul informat;
toti autorii subsemnati au aprobat versiunea finala a manuscrisului;
suntem de acord cu verificarea antiplagiat a manuscrisului;

au fost declarate orice potentiale conflicte de interes.

Prin prezenta, autorii sunt de acord sa transfere drepturile de proprietate (copyright) Revistei de Stiinte ale Sandtdtii din Mol-
dova - Moldovan Journal of Health Sciences, in caz ca manuscrisul va fi publicat.

Autorii (nume, prenume complet, semnatura):

Datele de contact ale autorului corespondent:

Institutia:

Adresa:

N o ke W=

Locul si data:

e-mail:

tel./fax:

Va rugam sa transmiteti acest formular completat si scanat pe adresa: editormjhs@usmf.md



MJHS

Moldovan Journal of Health Sciences
Revista de Stiinte ale Sanatatii din Moldova

DECLARATIA AUTORILOR

Titlul manuscrisului:

Toate persoanele care indeplinesc criteriile de autor sunt mentionate drept autori. Toti autorii certifica faptul ca au participat
suficient elaborarea lucrarii, incat sa isi asume responsabilitatea publica pentru continutul remis, inclusiv pentru concept, design,
analiza, scris sau revizuire a manuscrisului. Mai mult decat atat, fiecare autor certifica faptul ca acest material sau un material simi-
lar nu a fost si nu va fi propus spre publicare sau publicat in orice alta editie periodica, inainte de aparitia lui in Revista de Stiinte
ale Sanatatii din Moldova.

Contributia autorilor:
Va rugam sa indicati contributiile specifice efectuate de fiecare autor (inscrieti initialele autorilor, urmate de numele lor, de
exemplu: A. Belli, Gh. Rojnoveanu). Numele fiecarui autor trebuie sa apara cel putin o data in fiecare dintre cele trei categorii,
mentionate mai jos.
Categoria 1
Conceptia si design-ul studiului:
Achizitia de date:
Analiza si/sau interpretarea datelor:
Categoria 2
Elaborarea (drafting-ul) manuscrisului:

Revizuirea semnificativa a manuscrisului, cu implicare intelectuala semnificativa:
Categoria 3
Aprobarea versiunii ,gata pentru tipar” a manuscrisului (trebuie mentionate numele tuturor autorilor):

Multumiri:

Toate persoanele care au adus contributii importante la lucrul raportat in manuscris (de exemplu, ajutor tehnic, scris si asistenta
la editare, suport general), dar care nu indeplinesc criteriile de autor, sunt mentionate in sectiunea ,Multumiri”, iar acestea si-au dat
acordul in scris ca sa fie mentionate. Daca sectiunea ,Multumiri” lipseste din manuscris, atunci acest fapt semnifica ca nu au existat
contributii substantiale din partea non-autorilor.

Prezenta declaratie este semnata de catre toti autorii:
(puteti utiliza o fotocopie a formularului dat in cazul existentei mai mult de 6 autori)
Numele autorului (tiparit) Semnatura autorului Data

Va rugam sa transmiteti acest formular completat si scanat pe adresa: editormjhs@usmf.md






PANANGIN

Vital pentru inima!

« Aportul regulat de magneziu reduce riscul atacului de cord de 2 ori. '
- Suplimentarea cu potasiu scade riscul de accident vascular cerebral cu 40%. *

- Panangin contine magneziu si potasiu
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mertenil

rosuvastatin

Cel mai puternic statin de ultima generatie

Corectie rapida a nivelului de lipide

Tot spectrul de doze: 5 mg, 10 mg, 20 mg, 40 mg

Nr. 16902; 16899; 16900; 16901 din 05.10.2011
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ATENTIE PROTECTIE MERTENIL

Un aliat prietenos in gestionarea colesterolului
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