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Ce nu este cunoscut, deocamdata, la subiectul abordat

Studierea nivelului de corelare intre dereglarile imunolo-
gice locale si procesele imune sistemice este importanta din
motivul cd se completeaza viziunea patogeniei amigdalitei
cronice asociate cu sindromul articular de origine streptoco-
cicd si se da un impuls nou tratamentului patogenic si forma-
rii unui prognostic just.

Ipoteza de cercetare

Valorificarea indicatiilor tratamentului conservativ si chi-
rurgical In baza statutului clinico-paraclinic si imunogenetic
(antigenii leucocitari de histocompatibilitate clasa IA, IB) la
pacientii cu amigdalita cronica si sindrom articular.

Noutatea adusa literaturii stiintifice din domeniu

Au fost identificate frecventele alelelor HLA-A si HLA-B
pentru pacientii tratati conservativ vs. tratati medicamentos.
Diferente statistic semnificative au fost constatate doar pen-
tru HLA-B31 si HLA-B45, care au predominat in grupul tratat
conservativ.

Rezumat

Introducere. Eficienta redusa a masurilor de tratament a
amigdalitei cronice este conditionatd, intr-o anumita masura,
de subaprecierea influentei imunogenetice asupra aspectului
etiopatogenic. In ultimele decenii, au fost obtinute rezultate
evidente in studierea corelatiei dintre amigdalita cronica si
antigenii leucocitari de histocompatibilitate.
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What is not known yet, about the topic

Studying the level of correlation between local immunolo-
gical disorders and systemic immune processes is important,
because the results complement the pathogenesis vision of
chronic tonsillitis, associated with the articular syndrome of
streptococcal origin, and give new impulse to the pathogenic
treatment and formation of a fair prognosis.

Research hypothesis

Highlighting of conservative and surgical treatment indi-
cations based on the clinical-laboratory and immunogenetic
status (antigens HLA class IA, IB) in patients with chronic
tonsillitis and articular syndrome.

Article’s added novelty on this scientific topic

There have been identified frequencies of HLA-A and
HLA-B alleles in patients treated conservatively vs. those
treated medically. Statistically significant differences were
found for the HLA-B31 and HLA-B45 only, which predomi-
nated in the group treated conservatively.

Abstract

Introduction. The low efficiency of chronic tonsillitis (CT)
treatment measures is, to some extent, condition to the unde-
restimation of the immunogenetics impact of the etiopatho-
genic aspect. In recent decades there were obtained obvious
results in studying the correlation between CT and histocom-
patibility leukocyte antigens (HLA).



Material si metode. Studiu prospectiv consecutiv, pe se-
rie de cazuri, ce a inclus 101 de pacienti adulti, In varsta de
18-50 de ani, cu diagnosticul de amigdalita cronica decom-
pensatd; 50 de pacienti au beneficiat de tratament conser-
vativ, iar 51 de pacienti au fost tratati chirurgical. Examinare
clinica si paraclinica, specifica domeniului ORL; identificarea
alelelor HLA-A si HLA-B. Teste statistice aplicate: t-Student si
testul exact Fisher.

Rezultate. La pacientii cu amigdalite cronice si sindrom ar-
ticular, tratati chirurgical, au fost diagnosticati urmatorii anti-
geni de histocompatibilitate: din clasa A [HLA-A2 - 45 (44,6%),
HLA-A28 - 42 (41,6%), HLA-A24 - 24 (23,8%), HLA-AX - 10
(20,0%)] si din clasa B [HLA-B35 - 32 (31,7%), HLA-B44 - 18
(17,8%), HLA-BY - 15 (14,9%), HLA-B18 - 13 (12,9%)]. in lo-
tul pacientilor tratati medicamentos, cel mai frecvent au fost
diagnosticati urmatorii antigeni HLA: din clasa A [HLA-A2 - 24
(48,0%), HLA-A28 - 22 (44,0%), HLA-A1 - 10 (20,0%), HLA-
AX - 10 (20,0%)] si HLA din clasa B [HLA-B44 - 12( 24,0%),
HLA-B35 - 11 (22,0%), HLA-B31 - 10 (20,0%), HLA-B18 - 8
(16,0%), HLA-BY - 8 (16.0%)].

Concluzii. Pentru optimizarea diagnosticului clinic si a pro-
gnosticului amigdalitei cronice cu sindrom articular, se reco-
manda aprecierea atat a variantei clinice a bolii, cat si analiza
imunogenetica a patologiei (tipizarea HLA). Diferente statistic
semnificative intre loturile de tratament conservativ si cel chi-
rurgical al amigdalitei cronice cu sindrom articular s-au con-
statat doar pentru HLA-B31 si HLA-B45, care au predominat in
grupul cu tratament conservativ.

Cuvinte cheie: amigdalita cronicd, sindrom articular, artri-
ta reactiva poststreptococica, febra reumatismala acutd, anti-
geni leucocitari de histocompatibilitate.

Introducere

Inflamatia cronica a amigdalelor palatine constituie una
dintre cele mai frecvente afectiuni ORL. Circa 10-50% din
populatie sufera de amigdalita cronica [1].

Amigdalita cronica (AC) determind numeroase complicatii
locale si/sau la distanta (cardiovasculare, articulare, renale
etc.), care duc la pierderea de lunga durata a capacitatii de
munc3, invaliditate si costuri semnificative de asistenta me-
dicala [2].

Complicatiile infectiei cu Streptococul 3-hemolitic din cla-
sa A (SBHA) sunt clasificate in nonsupurative si supurative. Fe-
bra reumatismala acutd (FRA), artrita reactiva poststreptoco-
cica (ARPS) si glomerulonefrita acuta reprezinta complicatiile
nonsupurative majore care apar, In general, dupa 1-3 sapta-
mani de la debutul infectiei cu SBHA.

Procesele autoimune, prezente in tesutul limfatic al amig-
dalelor, favorizeaza dezvoltarea afectiunilor sistemice in or-
ganism. Conform datelor OMS, amigdalita este cauza a peste
120 de afectiuni ale organismului [13]. Asadar, AC, prin conse-
cintele sale asupra sanatatii populatiei, reprezinta nu numai o
problema medico-biologica, dar si una sociala [13].

Patogenia AC este complicata si diversa. Legaturile etiopa-
togenice dintre AC si alte boli intercurente nu sunt bine stabili-
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Material and methods. Consecutive prospective study, on
series of cases, which included 101 adult patients, aged 18-
50 years, diagnosed with decompensated chronic tonsillitis;
50 patients received conservative treatment and 51 patients
were treated surgically. Clinical and laboratory examination,
relevant to ENT domain; identifying HLA-A and HLA-B alleles.
Applied statistical tests: t-Student and Fisher exact test.

Results. In patients with chronic tonsillitis and articular
syndrome, treated surgically, were diagnosed following his-
tocompatibility antigens: from class A [HLA-A2 - 45 (44.6%),
HLA-A28 - 42 (41.6%), HLA-A24 - 24 (23.8%), HLA-AX - 10
(20.0%)] and from class B [HLA-B35 - 32 (31.7%), HLA-B44
- 18 (17.8%), HLA-BY - 15 (14.9%), HLA-B18 - 13 (12.9%)].
In the group of patients treated conservatively, the most com-
monly were diagnosed following HLA antigens: from class A
[HLA-AZ - 24 (48.0%), HLA-A28 - 22 (44.0%), HLA-A1 - 10
(20.0%), HLA-AX - 10 (20.0%)] and from class B [HLA-B44
- 12 (24.0%), HLA-B35 - 11 (22.0%), HLA-B31 - 10 (20.0%),
HLA-B18 - 8 (16.0%), HLA-BY - 8 (16.0%)].

Conclusion. To optimize the clinical diagnosis and the
prognosis of chronic tonsillitis with articular syndrome is
recommended assessing both clinical variant of the disease
and immunogenetics analysis of the pathology (HLA typing).
Statistically significant differences between the conservative
treatment group and the surgical treatment group of chronic
tonsillitis with articular syndrome were found for HLA-B31
and HLA-B45 only, which prevailed in the conservative treat-
ment group.

Keywords: chronic tonsillitis, articular syndrome, post-
streptococcal reactive arthritis, acute rheumatic fever, histo-
compatibility leukocyte antigens.

Introduction

The chronic inflammation of the tonsils is one of the most
common ENT disease. About 10-50% of the population accu-
ses chronic tonsillitis [1].

Chronic tonsillitis (CT) causes numerous local and/or re-
mote complications (cardiovascular, joints, kidney etc.), lea-
ding to loss of long-term work abilities, disability and signifi-
cant healthcare costs [2].

Streptococcus B-hemolytic class A (SBHA) infection com-
plications are classified in non-weeping and weeping. Acute
rheumatic fever (ARF), post-streptococcal reactive arthritis
(PSRA) and acute glomerulonephritis are non-suppurative
major complications occurring in general after 1-3 weeks
from the onset of the infection with SBHA.

Autoimmune processes, present in the tonsillar lymph tis-
sue, favors the development of systemic diseases in the body.
According to WHO, tonsillitis causes more than 120 diseases
of the body [13]. Therefore, CT, through its consequences on
human health, is not only a medico-biological problem, but a
social one also [13].

The CT pathogenesis is complex and diverse. The ethiopa-
togenic links between CT and other diseases are not establi-
shed. Studying the correlation level between local immunolo-
gical disorders and systemic immune processes, phenomena
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te. Estimarea gradului de corelare intre dereglarile imunologi-
ce locale, procesele imune sistemice si fenomenele care stau la
baza reactiei imune in zona dezvoltarii unui proces inflamator
izolat este importanta, cel putin, din doua puncte de vedere. Pe
de o parte, aceste rezultate vor completa cunostintele despre
patogenia AC, iar pe de altd parte, ar da un impuls nou tra-
tamentului patogenic, fiind utile, totodata, la formarea unui
prognostic [3].

Sunt propuse numeroase metode de tratament al AC, dar,
in majoritatea cazurilor, nu se obtine efectul dorit. Eficienta
redusa a masurilor de tratament este conditionata, intr-o
anumitd masurd, de subaprecierea rolului imunogenetic al as-
pectului etiopatogenic al AC [16]. In ultimele decenii, au fost
obtinute rezultate evidente in studierea corelatiei dintre AC si
antigenii complexului major de histocompatibilitate (CMH) -
antigenii leucocitari de histocompatibilitate (HLA) [14, 15].

Functia primara a CMH este de a permite sistemului imu-
nitar identificarea si eliminarea agentilor patogeni infectiosi
[14]. Moleculele CMH reprezinta cel mai polimorf sistem ge-
netic al omului. Moleculele CMH I reprezinta adevarate ,cer-
tificate de identitate” biochimica si genetica pentru fiecare
organism, datorita polimorfismului lor biochimic foarte ac-
centuat, in cazul in care fiecare antigen HLA are mai multe
alele in cadrul unei populatii [15]. Antigenii HLA contribuie
la pastrarea homeostaziei biochimice a organismului si devin
tinta sistemului imunitar in urmatoarele situatii: dupa grefa-
rea tesuturilor si organelor care poarta molecule incompati-
bile; dupa asocierea cu antigenii virali, tumorali sau indusi de
agenti chimici; dupa modificarea biochimica printr-un proces
mutational [16, 17].

Antigenii HLA sunt situati pe suprafata celulelor umane:
antigenii HLA de clasa I - pe celulele nucleate, iar HLA de clasa
Il - pe celulele activate T, B si macrofage [15, 16].

Diversitatea biochimica la nivel individual, actualizarea si
cresterea anuala a numarului de alele HLA identificate de novo
stau la baza caracteristicii biochimice unice a fiecarui individ
uman si este determinata de polimorfismul genetic. Din aceste
considerente, genotiparea HLA a unei persoane este complica-
td si ramane un obiectiv indepartat [16].

Dat fiind implicarea majora a sistemului HLA in patogenia
bolii, prin codificarea evolutiei, prognosticului si efectelor tra-
tamentului, prezenta anumitor variante de gene ale complexu-
lui HLA ar putea orienta spre un tratament mai agresiv si cat
mai precoce.

Astfel, scopul studiului respectiv a fost aprecierea impactu-
lui determinantelor antigenice HLA de clasa I (HLA-A si HLA-
B) asupra tabloului clinic, evolutiei si tacticii de tratament la
pacientii cu AC decompensatd, asociata cu sindrom articular.

Material si metode

Studiul dat este unul de tip prospectiv, consecutiv, pe serie
de cazuri, care a inclus 101 de pacienti adulti, cu varsta cuprin-
sa intre 18-50 de ani, diagnosticati clinic si instrumental cu AC
decompensata si sindrom articular. Toti pacientii au dat acord
informat In scris pentru inrolarea in studiu, care s-a derulat in
sectiile ORL si Reumatologie ale IMSP Spitalul Clinic Municipal
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underlying the immune response in the development of an
isolated inflammatory process is important, at least from two
points of view. On one hand, these results will complement the
vision of AC pathogenesis, on the other hand, would give new
impetus to pathogenic treatment, serving also as a basis to
form a correct prognosis [3].

There are proposed various treatment methods of the CT,
but in most cases, the desired effect is not achieved. The low
efficiency of treatment measures is conditioned, to some ex-
tent, by underestimating the immunogenetics role of the etio-
pathogenic appearance of CT. In recent decades there were
obtained obvious results in studying the correlation between
CT and major histocompatibility complex antigens (MHC) -
histocompatibility leukocyte antigens (HLA) [14, 15].

The primary function of MHC is to allow the immune sys-
tem to identify and eliminate infectious pathogens [14]. MHC
molecules represent the most polymorphic human genetic
system. MHC [ molecules are true biochemical and genetic, 1D
certificates” for each body due to a very pronounced bioche-
mical polymorphism, in case each HLA antigen has more than
one alleles in a population [15]. HLA antigens contribute to
maintain the biochemical homeostasis of the body and beco-
me targets of the immune system in the following situations:
after grafting the tissue and organs carrying incompatible mo-
lecules; after pairing with viral, tumor or induced by chemical
agents antigens; after biochemical changes through a mutati-
on process [16, 17].

HLA antigens are antigens, located on the surface of human
cells: HLA class I antigen on the nucleated cells and HLA class
IT antigens on activated T, B cells and macrophages [15, 16].

The biochemical diversity at individual level, the update
and annual growth in the number of newly identified by novo
HLA stay at the bottom of the unique biochemical characte-
ristic of each human being and is determined by genetic poly-
morphisms. Therefore, HLA genotyping of a person is compli-
cated and it remains a distant objective [16].

Given the major implication of HLA system in the pathoge-
nesis of the disease by encoding the treatment evolution, pro-
gnosis and effect, the presence of certain gene variants of HLA
complex could turn to a more aggressive and quick treatment.

Thus, the purpose of this study was to evaluate the impact
of antigenic determinants of HLA class I (HLA-A and HLA-B)
on the clinical features, evolution and treatment strategy in
patients with decompensated CT associated with articular
syndrome.

Material and methods

This is a prospective, consecutive study on series of cases
that included 101 adult patients, aged 18-50 years, diagnosed
clinically and instrumental with decompensated CT and arti-
cular syndrome. All patients gave written informed consent
for enrollment in the study, which was conducted in ENT and
Rheumatology wards of the Municipal Clinical Hospital ,Sfan-
ta Treime” in Chisinau and in the preventoria of the Technical
University of Moldova, during the years 2008-2011.

Patients were divided into two groups: 50 patients who



»Sfanta Treime” din Chisinau si preventoriul Universitatii Teh-
nice din Moldova, pe parcursul anilor 2008-2011.

Pacientii au fost impartiti in doua grupuri: 50 de pacienti,
care au fost tratati in mod conservativ (lotul conservativ) si 51
de pacienti, care au fost tratati prin metode chirurgicale (lotul
chirurgical).

Pacientii au beneficiat de o examinare clinica si paraclinica
primarad complexa, repetata la 6 luni si la 12 luni dupa trata-
ment.

Calcularea volumului esantionului reprezentativ a fost
efectuata In baza urmatoarei formule:

o XZ(Za+Zﬁ)ZP(1—P)
unde: ”_(1_f) T

n - volumul esantionului reprezentativ de cercetare pentru
fiecare lot;

f - proportia probabila a persoanelor, care ar putea aban-
dona studiul (estimatd la 10%, sau f=0,1);

P - proportia persoanelor cu cardiopatie, cu varsta eligibi-
1a pentru studiu (18-50 ani) in Republica Moldova constituie
69% sau P =0,69;

P, - proportia persoanelor cu cardiopatie in lotul de cerce-
tare (P,=2,07).

P=(P,+P,)/2=(0,69+2,07)/2=1,38
1-P=1-1,38=-0,38

Z - valoare tabelar3, cand ,a” - pragul de semnificatie, este
de 5%, respectiv, coeficientul Za=1,96;

Z. - valoare tabelara, cand ,8” - puterea statistica a compa-
ratiei, este de 10,0%, respectiv, coeficientul ZB=1’28'

Introducand datele in formula, s-a obtinut:

_ L 21,96+ 1.28)°1.38(-038)
(1-0,1) (0,69-2,07)? a

n 45
Astfel, numarul necesar de pacienti pentru testarea ipo-
tezei de cercetare a fost de 45 pentru fiecare lot cercetat,
insa pentru siguranta veridicitatii, au fost Inrolati cate 50 de
pacienti pentru fiecare grup.
Criteriile de includere in studiu au fost:
e diagnostic cert de AC, forma decompensatd, asociata cu
sindrom articular inflamator;
e dovezi ale genezei streptococice in afectiunea cardiaca
(valvulopatie) sau renala (glomerulopatie);
e varsta de 18-50 de ani (varsta maximala a fost limitata
in baza Ghidului International de conduita al pacientilor
cu infectie streptococica cronica, WHO, 2011, revizia 5);
® acordul confirmat in scris al pacientilor pentru partici-
pare in studiu.

Criterii de excludere din studiu au fost:

® pacienti cu amigdalectomie In antecedente;

e diagnostic alternativ de spondiloartrita seronegativa sau
maladii difuze ale tesutului conjunctiv;

e lipsa datelor microbiologice care ar confirma infectia
streptococica;

® administrarea tratamentului antibacterian pe parcursul
ultimelor 6 luni;
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were treated conservatively (conservative group) and 51 pa-
tients who were treated surgically (surgical group).

Patients received a complex clinical and laboratory pri-
mary examination, repeated at 6 months and 12 months after
treatment.

Calculation of the representative sample size was perfor-
med using the following formula:

1 Xz(za +Z, ) P(1-P)
it-r)  (B-R)

n - size of the research representative sample for each lot;

f - probable proportion of people who could abandon the
study (estimated at 10%, or, f=0.1);

P - proportion of people with heart disease, with eligible
age for the study (18-50 years) in Moldova is 69% or P =0.69.

P, - proportion of people with coronary heart in the re-
search group (P,=2.07).

P=(P,+P,)/2=(0.69+2.07)/2=1.38
1-P=1-1.38=-0.38

where:

Z - tabular vaue, when ,a” - materiality, is of 5%, accor-
dingly, coefficient Za=1.96.

Z, - tabular value, when ,8” - statistical power of the com-
parison, is of 10.0%, accordingly, coefficient Z =1.28.

Entering data in the formulation, there was obtained:

_ L 2(1.96+1.28)°1.38(-038)
(1-0.1) (0.69-2.07)? B

n 45

Thus, the required number of patients to test the research
hypothesis was 45 per researched lot, but for the safety of tru-
thfulness, were enrolled 50 patients per group.

Inclusion criteria for the study were:

e certain diagnosis of CT, decompensated form, associated

with inflammatory articular syndrome;

® evidence of streptococcal genesis in heart disease (valvu-

lar heart disease) or renal (glomerulopathy);

® aged 18-50 years (maximum age was limited by the

International Guide of Conduct patients with chronic
streptococcal infection, WHO, 2011 revision 5).

e written informed consent of patients for participation in

the study.

Exclusion criteria from the study were:

® patients with tonsillectomy with a history;

® alternative diagnosis of seronegative spondylarthrosis or
diffuse diseases of connective tissue;

® lack of microbiological data that would confirm strepto-
coccal infection;

® administration of antibacterial therapy during the last
six months;

® decompensated comorbidities: diabetes, viral hepatitis,
cirrhosis, hematological diseases, nephrology (other
than those caused by streptococcal infection), cancer or
heart (other than those caused by streptococcal infec-
tion) etc.
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e comorbiditdti decompensate: diabet zaharat, hepatite
virale, ciroza hepaticd, maladii hematologice, nefrologi-
ce (altele decat cele cauzate de infectia streptococica),
oncologice sau cardiace (altele decat cele cauzate de
infectia streptococicd) etc.

Toti pacientii au beneficiat de urmatoarele examinari:

® examinare specializata ORL (identificarea AC decompen-
sate cu sindrom articular; evaluarea afectarii functiei ar-
ticulare);

® examenul general al sangelui si urinei;

® explordri imunologice: proteina C-reactiva (PCR), antis-
treptolizina O (ASLO), complecsi imuni circulanti (CIC);

® analiza bacteriologica a frotiului superficial din faringe/
amigdale, pentru determinarea florei si sensibilitatii la
antibiotice;

® tipizarea antigenilor HLA de clasa I (HLA-A si HLA-B) cu
utilizarea antiserurilor standarde;

® investigatii instrumentale: ECG, EcoCG Doppler, scinti-
grafia scheletica, USG renala.

Hemoleucograma si VSH au fost determinate cu analizato-
rul hematologic PCE-210 (AGD Biomedicals, Mumbai, India).
Analiza generald a urinei a fost efectuatd conform metodei
standard. Proteina C reactiva (PCR), factorul reumatoid si
complexele imune circulante (CIC) au fost apreciate prin me-
toda de aglutinare calitativa si semicantitativa de detectare a
PCR 1n serul uman. ASLO a fost determinata prin metoda stan-
dard de dilutie consecutiva.

Culturile amigdaliene superficiale au fost luate cu tampoa-
ne sterile de pe ambele amigdale si plasate in tuburi sterile.
Specimenele dupa amigdalectomie au fost transmise pentru
investigatie histopatologica de rutina.

Identificarea configuratiei antigenice a HLA de clasa I
(HLA-A si HLA-B) a fost efectuata prin tehnica standard in
doua etape de microlimfocitotoxicitate, propusa in 1973 si
modificatd in 1988 de catre Terasaki. Au fost folosite placi de
microtitrare de godeuri, ce contineau 180 de antiseruri stan-
dard pentru HLA clasa I (HLA-A si HLA-B). Principiul testului
este bazat pe faptul ca serurile anti-HLA reactioneaza cu an-
tigenii limfocitari corespunzatori. Adaugarea complementului
modifica membrana celulara a limfocitelor astfel, incat eozina
poate patrunde in celule, modificandu-le culoarea (reactie po-
zitiva).

Examenul scintigrafic scheletic s-a realizat in regim de corp
integru, fiind injectat preparatul radiofarmaceutic Technetiu
(Tc) 99 m (doza uzuala - 600,0 MBq, doza de iradiere - 60,0
mSv) in gamma-camera ,Diacam-Siemens”.

Pacientii din grupul cu tratament conservativ au beneficiat
de tratament local si sistemic.

Tratamentul local a constat in:

e inlaturarea focarului de infectie din amigdalele palatine
prin spalarea criptelor cu solutii antiseptice (sol. NaCl
0,9%, sol. Dioxidina 1%, sol. Clorhexidina 0,2%);

® badijonarea mucoasei amigdalelor palatine cu solutii an-
tiseptice (Lugol, lodinol);

® aplicarea locala a aerosolilor (Streptocid, Benzidamina);

MJHS 7(1)/2016

All patients received the following examinations:

® ENT specialist examination (identification of decompen-
sated CT with articular syndrome, evaluation of impai-
red joint function);

® general examination of blood and urine;

® immunological explorations: C-Reactive protein (CRP),
Antistreptolysine O (ASO), circulating immune comple-
xes (CIC);

® smear bacteriological analysis of superficial throat / ton-
sils to determine flora and antibiotic susceptibility;

e typing of antigens HLA class I (HLA-A and HLA B) using
standard antisera;

® instrumental investigations: ECG, Doppler EcoCG, skele-
tal scintigraphy, renal ultrasound.

Blood count and erythrocyte sedimentation rate were de-
termined by hematology analyzer PCE-210 (AGD Biomedicals,
Mumbai, India). General urine analysis was performed accor-
ding to standard method. C-reactive protein (CRP), rheumato-
id factor and circulating immune complexes (CIC) were asses-
sed by semi-quantitative and qualitative agglutination method
for the detection of CRP in human serum. ASO was determined
by standard consecutive dilution method.

Tonsil surface cultures were taken with sterile pads from
both tonsils and placed in sterile tubes. After tonsillectomy
specimens were sent for histopathological routine investiga-
tion.

Identification of the antigenic configuration of HLA class
I (HLA-A and HLA-B) was performed by standard two-step
microlymphocytotoxicity technique proposed in 1973, and
amended in 1988 by Terasaki. There have been used microti-
ter wells plates that contained 180 standard antisera for HLA
class I (HLA-A and HLA-B). The main test is based on the fact
that the anti-sera HLA react with the corresponding lympho-
cyte antigens. By adding the complement, it modifies the lym-
phocyte cell membrane so that eosin can penetrate into cells,
changing their color (positive reaction).

Skeletal scintigraphy examination was performed in whole
body mode, by injecting the radiopharmaceutical resource of
Technetium (Tc) 99m (the usual dose - 600.0 MBq dose of ra-
diation - 60.0 mSv) in gamma-camera ,,Diacam-Siemens”.

The patients in the conservative treatment received local
and systemic treatment.

Local treatment consisted of:

® removal of infected crypts from palatine tonsils by wa-

shing with antiseptic solutions (sol. NaCl 0.9%, sol. Dio-
xidin 1% ground, Chlorhexidine 0.2%);

e sprinkling lining tonsils with antiseptic solutions (Lugol,

lIodinol);

® Jocal application of aerosols (Streptocid, Benzidamine);

® physio-procedures (ultrasound projection on the ton-

sils - 10-15 meetings, ultraviolet exposure - 10-15 me-
etings).

Systemic treatment consisted of:

® antibiotics according to antibiogram results;

® administration of antihistamines: Diphenhydramine,
Promethazine, Cloropiramine, Mebhidroline;



e fizioproceduri (ultrasunet pe proiectia amigdalelor pala-
tine - 10-15 sedinte, expunerea la raze ultraviolete - 10-
15 sedinte).

Tratamentul sistemic a constat in:

¢ antibioterapie, conform rezultatelor antibiogramei;

® administrare de antihistaminice: Difenhidramina, Prome-
tazing, Cloropinaming, Mebhidroling;

® administrare de imunostimulatoare: Imupret, Timolin,
Timogen, Tactivin, Ribomunil, Bronhomunal, Prodigio-
zan, IRS-19, Levamizol, Imudon;

® vitaminoterapie.

Tratamentul chirurgical a constat In urmatoarele: ambele
amigdale palatine au fost Indepartate prin metoda anseila rece,
prin decolarea totald, capsulard, a amigdalei si sectionarea pe-
diculului amigdalian inferior cu ajutorul ansei. Metoda consta
din 4 timpi operatori: tractiunea amigdalei spre linia mediana,
deschiderea lojii amigdaliene prin incizia mucoasei stalpului
anterior, introducerea ansei si sectionarea hilului amigdalian,
verificarea lojii amigdaliene si hemostaza mecanica.

Procesarea datelor primare a fost efectuata cu ajutorul
programului SPSS, versiunea 21.0 pentru Windows (SPSS Inc.,
Chicago, IL, 2012) la calculatorul personal prin proceduri sta-
tistice descriptive si inferentiale. Statistic semnificative am
considerat diferentele, cand valoarea bilaterala a fost p<0,05.

Rezultate
Loturile de studiu erau similare in functie de repartizarea
pe sexe si varsta (Tabelul 1).

Tabelul 1. Caracterizarea generala a loturilor de studiu.

Parametru Lot ,trata- Lot ,trata- p
ment ment chirur-
conservativ’  gical”

(n=50) (n=51)

Repartizare pe sexe, n (%)

Barbati 8 (16,0%) 17 (33,3%) >0,05*

Varsta, medie (ani + ds) 30,9+1,8 28,1+1,5 >0,05*%

Note: Test statistic efectuat: '~ testul exact Fisher; *- t-Student.

Caracterizarea loturilor de studiu, conform parametrilor
clinici si paraclinici, este prezentata in Tabelul 2.

Tabelul 2. Caracterizarea loturilor de studiu conform parametrilor
clinici si paraclinici.
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® administration of immuno-stimulatory: Imupret, Timo-
nil, Timogen, Tactivin, Ribomunyl, Bronhomunal, Prodi-
giozan, IRS-19, Levamisole, Imudon;

® vitamin therapy.

The surgical treatment consisted of the following: both pa-
latine tonsils were removed by cold loop method, with total,
capsular takeoff of amygdala and severing the inferior ton-
sillar pedicle using a loop. The method consists of 4-stroke
operators: traction of the amygdala to the midline incision,
tonsil lodge opening through mucosal incision of the anterior
column, introduction of loop and cutting the tonsillar hilum,
checking the tonsil lodge and mechanical hemostasis.

Primary data processing was performed using SPSS pro-
gram, version 21.0 for Windows (SPSS Inc., Chicago, IL, 2012)
at the personal computer through descriptive and inferential
statistical procedures. I considered statistically significant the
differences when the bilateral value was p<0.05.

Results

Study groups were similar across age and the sex ratio
(Tablel).

Table 1. General characterization of study groups.

Parameter Group "conserva-  Group "surgi- p
tive treatment” cal treatment”
(n=50) (n=51)
Distribution by sex,
n (%) 8 (16.0%) 17 (33.3%) >0.05"
Men
Age, average (years  30.9+1.8 28.1+1.5 >0.05*

+sd)

Note: Performed statistical tests: - Fisher exact test; *- t-Student.

Characterization of study groups according to clinical and
laboratory parameters is shown in Table 2.

Table 2. Characterization of study groups according to clinical and
laboratory parameters.

Parametru Lot ,tratament Lot ,tratament P
conservativ” chirurgical”
(n=50) (n=51)
Intensitatea durerii articu- 53,5 62,5 >0,05
lare, puncte SVA#
Recidive de angind, % 33 0 NA
Diametrul telesistolic al 31,8 34,0 >0,05
ventricolului stdng, mm
ASLO*, IU/mL 275,1 346,6 >0,05
PCRS, mg/dL 6,95 16,5 >0,05

Note: *~ scor vizual-analogic (0-100 puncte); ‘- testare statistica neapli-
cabild; *- antistreptolizina O; - proteina C-reactiva. Test statistic efectuat:
t-Student.

Parameter Group Group p
"conservative “surgical
treatment” treatment”

(n=50) (n=51)

Joint pain intensity, points VAS* ~ 53.5 62,5 >0.05

Recurrent angina, % 33 0 NA

End-diastolic diameter of left 31.8 34.0 >0.05

ventricular, mm

ASLO%, 1U/mL 275.1 346.6 >0.05

PCRS$, mg/dL 6.95 16.5 >0.05

Note: *~ visual analogue score (0-100 points); - statistical testing is
not applicable; *- antistreptolysine O; §- C-reactive protein. Performed
statistical test: t-Student.
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Afectarea monoarticulara la debutul bolii a fost releva-
ta statistic semnificativ mai frecvent la pacientii din lotul de
tratament conservativ, comparativ cu pacientii din lotul de
tratament chirurgical - 24 [54,0%] si, respectiv, 16 [31,4%],
p<0,05), iar afectarea oligoarticulara - statistic semnificativ
mai frecvent la pacientii din lotul de tratament chirurgical (30
[58,8%]) vs. (17 [34,0%], p<0,05.

in ambele loturi de studiu, dupa tratament, a fost relevata
o reducere semnificativa a frecventei acuzelor; totusi, la vizita
atreia, rata disconfortului/durerilor in gat si rata durerilor ar-
ticulare erau statistic semnificativ mai mici in lotul pacientilor
cu tratament chirurgical (Tabelul 3).

Tabelul 3. Caracterizarea loturilor de studiu la vizita initiala, peste
6 luni si peste 12 luni dupa tratament.

Parametru Lot ,trata- Lot ,trata- p
ment con- ment
servativ’  chirurgical”

(n=50) (n=51)

Acuze (durere/disconfort in gat) la
evaluarea initiala, % 38 47 >0.05

Acuze (durere/disconfortin gat) la 27 31 >0.05
evaluarea peste 6 luni,%

Acuze (durere/disconfort in gat) 44 18 >0.05
peste 12 luni,%

Dureri articulare la evaluarea 50 51 >0.05
initiald, %

Dureri articulare peste 6 luni, % 41 45 >0.05
Dureri articulare peste 12 luni, % 44 36 >0.05

Nota: Test statistic efectuat: testul exact Fisher.

Concomitent cu tendinta de reducere in dinamica a valo-
rilor medii ale ASLO si PCR s-a redus statistic semnificativ la
pacientii din lotul de tratament conservativ. in lotul pacientilor
cu tratament chirurgical, valorile medii ale indicatorilor imu-
nologici (ASLO, PCR) au relevat o reducere statistic semnifica-
tiva la vizita a treia, comparativ cu vizita initiala si cu vizita a
doua (Tabelul 4).

Tabelul 4. Evolutia parametrilor biochimici la pacientii din
loturile de studiu.

Parametru Lot ,trata- Lot ,trata- p
ment conser-  ment chirur-
vativ’ (n=50)  gical” (n=51)
ASLO* la evaluarea initiala, 275,1 346,6 >0.05
IU/mL
ASLO peste 6 luni, [lU/mL 220,0 282,3 >0.05
ASLO peste 12 luni, [U/mL  213,9 212,6 >0.05
PCRS la evaluarea initiala, 6,95 16,5 >0.05
mg/dL
PCR peste 6 luni, mg/dL 2,8 12,9 >0.05
PCR peste 12 luni, mg/dL 3,6 4,4 >0.05

Notd: *- antistreptolizina O; $- proteina C-reactiva. Test statistic efec-
tuat: t-Student.
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Mono articular impairment at the disease onset was reve-
aled statistically significantly more frequently in patients in
the conservative treatment group compared with patients in
the surgical group - 24 [54.0%] and respectively, 16 [31.4%],
p<0.05) and impaired oligo articular - statistically signifi-
cantly more frequently in patients in the surgical treatment
group (30 [58.8%]) vs. (17 [34.0%], p<0.05.

In both study groups, after treatment, it has been revealed
a significant reduction in the frequency of complaints; howe-
ver, at the third visit, the rate of discomfort / pain in the neck
and joint pain rates were statistically significantly lower in the
group of patients with surgical treatment (Table 3).

Table 3. Characterization of study groups at baseline, 6 months
and 12 months after treatment.

Parameter Group "con-  Group p
servative "surgical
treatment”  treatment”

(n=50) (n=51)

Complaints (pain / discomfort in

the throat) at initial evaluation, % 38 47 >0.05

Complaints (pain / discomfort in 27 31 >0.05

the throat) in the evaluation in 6

months, %

Causes (pain / discomfort in the 44 18 >0.05

throat) in 12 months, %

Joint pain at initial assessment, % 50 51 >0.05

Joint pain in 6 months, % 41 45 >0.05

Joint pain in 12 months, % 44 36 >0.05

Note: Performed statistical test: Fisher exact test.

Simultaneously with the dynamic trend of reduction in ave-
rage values of ASLO, and CRP was statistically significantly re-
duced in patients in the conservative treatment group. In the
group of patients with surgical treatment, mean immunological
indicators (ASLO, PCR) revealed a statistically significant re-
duction from the third visit, compared to baseline and the se-
cond visit (Table 4).

Table 4. Evolution of biochemical parameters of patients in the
study groups.

Parameters Group "con- Group "surgi- p
servative cal treat-
treatment” ment” (n=51)
(n=50)
ASLO* at initial assesment, 275.1 346.6 >0.05
IU/mL
ASLO in 6 months, IU/mL 220.0 282.3 >0.05
ASLO in 12 months, IU/mL 2139 212.6 >0.05
PCRS at initial assesment, 6.95 16.5 >0.05
mg/dL
PCR in 6 months, mg/dL 2.8 12.9 >0.05
PCR in 12 months, mg/dL 3.6 4.4 >0.05

Note: *- antistreptolysine O; $- C-reactive protein. Performed statistical
test: t-Student.



Analiza bacteriologica a frotiului faringian a constatat o
tendinta similara in ambele loturi de studiu: reducerea depista-
rii Streptococcus pyogenes, Streptococcus pneumoniae si Strepto-
coccus viridans si, totodat3d, cresterea depistarii Staphylococcus
aureus la vizita a doua si la vizita a treia, comparativ cu vizita
initiald, insa aceste tendinte nu au atins certitudine statistica.

La pacientii cu amigdalite cronice si sindrom articular
din lotul cu tratament chirurgical, cel mai frecvent, au fost
diagnosticati urmatorii antigeni de histocompatibilitate din
clasa A si din clasa B (Tabelul 5).

Tabelul 5. Frecventa depistdrii alelelor complexului HLA-A si
HLA-B in lotul pacientilor tratati chirurgical.
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The bacteriological analysis of pharyngeal smear found a
similar trend in both study groups: reduced detection of Strep-
tococcus pyogenes, Streptococcus pneumoniae and Streptococcus
viridans, and also increased detection of Staphylococcus aureus
at the second and third visit compared to baseline, but these
trends did not reach statistical certainty.

In the group of patients with surgical treatment of chro-
nic tonsillitis with articular syndrome, the most common
HLA antigens were diagnosed following Class A and Class B
(Table 5).

Table 5. Detection frequency of complex alleles HLA-A and HLA-
B in the group of patients treated surgically.

Alele HLA Frecventa depistarii
HLA-A2 44,6%
HLA-A28 41,6%
HLA-A24 23,8%
HLA-AX 20,0%
HLA-B44 17,8%
HLA-B35 31L,7%
HLA-B18 12,9%
HLA-BY 149 %

Alleles HLA Detection frequency
HLA-A2 44.6%
HLA-A28 41.6%
HLA-A24 23.8%
HLA-AX 20.0%
HLA-B44 17.8%
HLA-B35 31.7%
HLA-B18 12.9%
HLA-BY 14.9%

In lotul pacientilor cu tratament conservativ al amig-
dalitei cronice si sindrom articular, cel mai frecvent au fost
diagnosticati urmatorii antigeni HLA din clasa A si din clasa B
(Tabelul 6).

Tabelul 6. Frecventa depistarii alelelor complexului HLA-A si HLA-
B in lotul pacientilor tratati conservativ.

In the group of patients with conservative treatment of
chronic tonsillitis with articular syndrome, the most common
HLA antigens were diagnosed following Class A and Class B
(Table 6).

Table 6. Detection frequency of complex alleles HLA-A and HLA-B
in the group of patients treated conservatively.

Alele HLA Frecventa depistarii Alleles HLA Detection frequency
HLA-A2 48,0% HLA-A2 48.0%
HLA-A28 44,0% HLA-A28 44.0%
HLA-A1 20,0% HLA-A1 20.0%
HLA-AX 20,0% HLA-AX 20.0%
HLA-B44 24,0% HLA-B44 24.0%
HLA-B35 22,0% HLA-B35 22.0%
HLA-B31 20,0% HLA-B31 20.0%
HLA-B18 16,0% HLA-B18 16.0%
HLA-BY 16,0% HLA-BY 16.0%
Discutii Discussion

Exista numeroase metode de tratament a AC, conservativ
(local, general, profilactic) si chirurgical (amigdalectomia),
ins3, In majoritatea cazurilor, nu se atinge efectul dorit [1, 2].
In plus, la etapa actuald, medicii demonstreazi o prudenti ex-

There are proposed various methods of treatment of CT:
conservative treatment (local, general, prophylactic) and sur-
gery (tonsillectomy), but in most cases the desired effect is not
achieved [1, 2]. In addition, at this stage doctors demonstrate
an explained prudence regarding tonsillectomy, especially in
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plicabila vis-a-vis de amigdalectomie, mai ales la copii, cand
functia fiziologica a acestor organe limfoide este maximala [5].

Eficienta redusa a masurilor de tratament este conditiona-
td, Intr-o anumita masurd, de subaprecierea rolului imunoge-
netic al aspectului etiopatogenic al AC. In ultimele decenii, au
fost obtinute rezultate evidente in studierea corelatiei dintre
AC si antigenii CMH - HLA [14, 15].

Diagnosticul de AC uneori este dificil de stabilit, deoare-
ce atat debutul, cat si evolutia bolii nu prezinta semne clinice
specifice. Cele mai frecvente manifestari clinice ale AC sunt hi-
pertrofia amigdaliana obstructiva si/sau AR. Simptomele AC
(senzatii dureroase si discrete in gat, odinofagia nepronunta-
ta, disfagia, tuse uscata, halena, disconfort faringian, senzatie
de corp strdin si jend in gat, arsura si uscaciune in gat, subfe-
brilitate, dureri ale nodulilor limfatici submandibulari, dureri
in articulatii) se intalnesc si in alte afectiuni (faringite, laringi-
te, esofagite, gastrite, sinuzite etc.) [3, 4].

Mai multi cercetatori au incercat sa stabileasca predis-
pozitia genetica si raspunsurile imunitare de protectie pentru
artrita reactiva poststreptococica (ARPS) si febra reumatica
acuta (FRA) [6, 7].

Validarea asociatiilor HLA, observate in diferite populatii
ale lumii, poate contribui la dezvoltarea unei strategii rentabi-
le de prevenire primara a acestor leziuni [9]. A fost constatata
o eterogenitate in ceea ce priveste alelele HLA de clasa I si II
de susceptibilitate si/sau de protectie in diverse studii, din di-
ferite regiuni geografice si diferite grupuri etnice, desi au fost
raportate si asociatii cu anumite antigene [8, 10].

Mai multi cercetdtori au incercat sa stabileasca predis-
pozitia genetica si raspunsurile imunitare de protectie pentru
ARPS si FRA [12, 13]. Discrepantele privind frecventa antige-
nelor HLA de clasa I si HLA de clasa II la pacientii cu FRA si
ACR 1n diferite studii sunt, probabil, legate de diferentele geo-
grafice sau rasiale in populatii, paternele variate de reactivita-
te la alo-antiser, diversele tulpini de SGA implicate in dezvolta-
rea FRA/ACR 1in diferite tari [15].

Din aceste considerente, genotiparea HLA a unei persoane
este complicatd si ramane un obiectiv indepartat. Cercetari su-
plimentare, consacrate studierii rolului sistemului HLA in apa-
ritia, diagnosticul, evolutia si tratamentul AC sunt necesare a
fi efectuate in viitor.

Concluzii

Pentru optimizarea diagnosticului clinic si a prognosticului
amigdalitei cronice cu sindrom articular, se recomanda apreci-
erea atat a variantei clinice a bolii, cat si analiza imunogenetica
a patologiei (tipizarea HLA). Diferente statistic semnificative
intre loturile de tratament conservativ si lotul de tratament chi-
rurgical al amigdalitei cronice cu sindrom articular s-au con-
statat doar pentru HLA-B31 si HLA-B45, care au predominat in
grupul cu tratament conservativ.
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children, when the physiological function of these lymphoid
organs is maximal [5].

The low efficiency of treatment measures is conditioned, to
some extent, by underestimating the immunogenetics role of
the Etiopathogenic appearance of CT. In recent decades there
were obtained obvious results in studying the correlation be-
tween CT and MHC - HLA antigens [14, 15].

It is extremelly difficult to establish the CT diagnosis beca-
use both the onset and progression of the disease do not show
specific clinical signs. The most common clinical manifesta-
tions of CT are obstructive tonsillar hypertrophy and / or AR.
CT symptoms (painful and discrete sensations in the throat,
light sore throat, dysphagia, dry cough, bad breath, uncomfor-
table feeling in the throat, foreign body sensation and discom-
fort in the throat, burning and dryness in the throat, low gra-
de fever, pain in the submandibular lymph nodes, pain in the
joints) are met in other conditions too (pharyngitis, laryngitis,
esophagitis, gastritis, sinusitis etc.) [3, 4].

More researchers have tried to determine the genetic sus-
ceptibility and protective immune responses to post-strep-
tococcal reactive arthritis (PSRA) and acute rheumatic fever
(ARF) [6, 7].

Validation of HLA associations, observed in various po-
pulations of the world, can contribute to the development of
cost-effective primary prevention strategies of these lesions
[9]. It was observed a heterogeneity in terms of HLA class I
and II alleles of susceptibility and / or of protection in diffe-
rent studies in several geographical regions and ethnic groups,
although associations with specific antigens have been repor-
ted [8, 10].

Several researchers have tried to determine the genetic
susceptibility and protective immune responses to PSRA and
ARF. The discrepancies in the frequency of HLA class [ and
HLA class II antigens at patients with ARF and reactive chro-
nic tonsillitis (RCT), in different studies, are probably related
to geographical or racial differences of population, the varied
reactivity patterns aloantiser, various strains of SGA involved
in the development of ARF/RCT in different countries [15].

Therefore, HLA genotyping of a person is complicated and
it remains a distant goal. Further research devoted to studying
the role of HLA system in the development, diagnosis, evoluti-
on and treatment of CT are required to be made in the future.

Conclusions

To optimize the clinical diagnosis and the prognosis of
chronic tonsillitis with articular syndrome is recommended
assessing both clinical variant of the disease and immunoge-
netics analysis of the pathology (HLA typing). Statistically sig-
nificant differences between the conservative treatment gro-
up and the surgical treatment group of chronic tonsillitis with
articular syndrome were found for HLA-B31 and HLA-B45
only, which prevailed in the conservative treatment group.
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