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Introducere

Bolile cu transmitere sexualad (BTS) se numara printre cele mai comune boli infectioase din lume, cu
o medie de peste 1 milion de cazuri noi diagnosticate in fiecare zi, avand un impact major asupra sanatatii
sexuale, reproductive si mentale.

In ciuda faptului ci aceste patologii pot avea consecinte majore asupra sinititii indivizilor (prin
complicatii precum boald inflamatorie pelvind, cervicita, salpingita, endometritd, infertilitate, sarcini
ectopice, etc.), iIn Romania statisticile oficiale releva cifre foarte mici ale incidentei acestora, comparativ cu
alte tari. Acest fenomen ar putea fi determinat de lipsa educatiei sexuale a populatiei care nu se adreseaza
medicului pentru testare, lipsa disponibilitatii testelor gold-standard [de exemplu, testdrile moleculare de
tip Nucleic acid amplification technology prin Real-time polymerase chain reaction (RT-PCR)] in institutiile
medicale de stat, lipsa unor asigurari de sanatate care sa cuprinda un diagnostic si un tratament adecvat al
acestora sau de stigma resimtita de pacienti. Acest cumul de factori poate determina intarzierea unui
tratament adecvat si un prognostic nefavorabil.

Suplimentar fata de experienta medicald din specialitatea Dermatovenerologie si cunostintele de
specialitate din anii de pregatire in Psihiatrie, in experienta personala de psihoterapeut, cu specializarea
Psihoterapie sistemica de cuplu si familie, am observat ca nevoia de sedinte de psihoterapie este mai mare
in cazul pacientilor care au BTS declarate. Acestia dezvolta o anxietate reactiva care face ca adresabilitatea
lor catre servicii medicale din diferite specialitati sa fie mare si nespecifica, generand astfel niste costuri
ridicate 1n sistemul de asigurari de sanatate si o prelungire a intervalului de timp scurs pana la controlul
eficient al patologiei. Acceptarea diagnosticului pentru acesti pacienti este mai dificila, uneori fiind nevoie
de mai multe sedinte de psihoterapie pentru a obtine complianta la tratament. Anxietatea le poate
determina, de asemenea, manifestari cardiovasculare (tahicardie, aritmie, hipertensiune arteriala, dispnee,
etc.), care necesita investigatii suplimentare, data fiind perceperea prognosticului rezervat al bolilor
cardiovasculare pentru pacienti in general, iar pentru cei anxiosi in mod special. Din punct de vedere al
definitiei sanatatii oferita de Organizatia Mondiala a Sanatatii ca stare de bine fizic, psihic si social, acestor
pacienti li se poate altera calitatea vietii de cuplu si familie, ceea ce antreneaza posibile ecouri sociale cu
impact negativ asupra insertiei pacientilor in societate.

Intelegand valoarea testirii moleculare pentru BTS-uri in Romania si lipsa studiilor genetice care si
faciliteze diagnosticul sau tratamentul acestora, mi-am propus in aceasta cercetare doctorala sa aprofundez
importanta diagnosticului molecular in infectiile transmisibile sexual. In primi instanti, mi-am dorit si
evaluez incidenta uneia dintre cele mai frecvente BTS-uri de etiologie bacteriana - Chlamydia trachomatis
(C. trachomatis) in randul pacientilor din regiunea geografica a Transilvaniei prin teste gold-standard de
tip Nucleic acid amplificaton technology, implicand studiul comportamentelor sexuale ale unor grupuri la
risc mai putin studiate n aceastd zona geografica. Pentru o cercetare comprehensiva, am inclus in studiu
pacienti sau parteneri sexuali ai pacientilor cu BTS din toate specialitatile medicale care joacd un rol in
managementul patologiei, precum dermatovenerologia, ginecologia si obstetrica, urologia sau medicina de
familie. Ulterior, mi-am propus studiul, tot printr-o metoda molecular3, a corelatiei dintre polimorfismele
genetice ale antigenului leucocitar uman (HLA), mai exacta HLA-DR si HLA-DQ si infectia/reinfectia/riscul
aparitiei complicatiilor.

Biologia moleculara reprezinta un domeniu de importanta incontestabila pentru viitorul medicinei
umane. insi, la momentul de fatd, analizele moleculare sunt costisitoare. Am incercat, asadar, sa studiez si
alti biomarkeri inflamatori mai putin costisitori si mai usor disponibili, chiar si in centrele care nu dispun
de infrastructura moleculara, care ar putea ridica suspiciunea diagnostica precoce de BTS sau ar putea
evalua evolutia patologiei sub tratament sau dupa remisiune. O alta parte a cercetarii doctorale s-a axat pe
studiul eficientei raportului neutrofile/limfocite (NLR), trombocite/limfocite (PLR), limfocite/monocite
(LMR), indexului inflamator sistemic (SII) si indexului de raspuns la inflamatia sistemica (SIRI) in detectia
precoce a bolilor transmisibile sexual.

Suplimetar studiului molecular si de laborator, am abordat in trei alte studii domeniile adaptarii
diadice a cuplurilor si anxietatii ca stare la pacientii testati pentru BTS-uri, perceptia corpului medical



privind stigma in BTS-uri si efectul starii curente de incordare psihica asupra relatiilor intime, pentru a
intregi imaginea asupra starii de sanatate a persoanelor infectate cu BTS-uri.

Stadiul actual al cunoasterii

BTS reprezinti boli infectioase care sunt predominant transmise prin contact sexual. in 2020,
Organizatia Mondiala a Sanatatii a estimat 374 de milioane de noi infectii produse in intreaga lume de unul
dintre cele patru microorganisme foarte frecvente care cauzeaza BTS-uri: C. trachomatis (129 milioane),
Neisseria gonorrhoeae (82 milioane), Treponema pallidum (7,1 milioane) si Trichomonas vaginalis (156
milioane).

Printr-o cautare exhaustiva in literatura medicala la zi, am identificat mai multe alele HLA care
influenteaza susceptibilitatea la infectie, reinfectie si la aparitia complicatiilor infectiei cu C. trachomatis.
Cele mai multe dintre acestea s-au regasit printre genele HLA-DRB1 si HLA-DQB1. Revizuirea literaturii
medicale a permis identificarea alelelor HLA care confera rezistenta sau protectie impotriva infectiei cu C.
trachomatis. Cu toate acestea, exista un gol notabil in studiile care examineaza alelele HLA in cadrul
populatiilor europene, inclusiv a populatiei romanesti. Studiile existente raporteaza asocieri ale infectiei cu
diverse alele, insad nu exista alele comune indentificate de mai multe studii sau un consens intre acestea,
deci nu pot fi trase concluzii generale. In mod particular, anumite alele HLA au fost asociate predominant
cu populatiile afro-americane, acestea fiind si cele mai intens studiate in literatura.

Dintre biomarkerii inflamatori noi si intens studiati in ultima perioada se numara: NLR, PLR, LMR,
SII si SIRI. Acestia reprezinta analize de laborator utile in practica clinica, facilitind diagnosticul diferential
intre infectiile de etiologie bacteriend si cele de etiologie virald, evaluarea prognosticului diverselor
patologii (precum sepsisul) si monitorizarea eficacitatii terapiei antimicrobiene.

Exista un gol in literatura medicald de specialitate si In publicatii cu privire la adaptarea in
cuplurile afectate de BTS-uri de etiologie bacteriana. Datele regasite se refera la cuplurile in care cel putin
un partener a fost infectat cu virusul HIV. Spre exemplu, un studiu arata deficiente in adaptarea partenerilor
seronegativi, mai ales in ceea ce priveste coeziunea cuplului.

Contributia personala

Studiu 1. Corelatia intre polimorfismele HLA-DR si HLA-DQ si infectia cu
transmitere sexuala produsa de Chlamydia trachomatis

Ipoteza de lucru

Scopul acestui studiu a constat in descrierea frecventei in care sunt regasite trei dintre cele mai
frecvente BTS-uri (C. trachomatis, Neisseria gonorrhoeae si Mycoplasma genitalium) la pacientii care se
prezinta la medic pentru simptome specifice unei infectii de tract genital de etiologie bacteriana sau in
cadrul unui context epidemiologic in care ar fi putut fi infectati cu una dintre acestea, in populatia Romaniei.
Simultan, s-a urmarit caracterizarea participantilor la studiu din perspectiva datelor demografice, a
comportamentului sexual, a simptomelor prezentate, a patologiilor asociate sau a altor factori de risc
pentru a contacta o BTS. Al doilea scop al cercetarii a fost de a investiga relatia dintre alelele, genotipurile
si haplotipurile HLA-DR si HLA-DQ si infectia cu C. trachomatis, pentru a imbunatati abordarea medicala a
indivizilor aflati la risc crescut de a dobandi aceasta infectie, a acelora care sufera de complicatii ale
patologiei sau dezvolta simptome severe.

Material si Metodd

In acest studiu de tip prospectiv, pentru diagnosticul molecular al pacientilor infectati cu C.
trachomatis s-a utilizat testarea de tip Nucleic acid amplification technology, cu ajutorul RT-PCR-ului.
Tiparea HLA-DRB1 si HLA-DQBI a fost realizata utilizand tehnica de reactie in lant a polimerazei cu priming
specific de secventa (SSP-PCR).



Rezultate

Am identificat alela HLA-DRB1*13 care creste semnificativ statistic sansele de contactare a infectiei
genitale cauzate de C. trachomatis (p=0,017). Am observat ca exista doua genotipuri care au crescut sansele
infectiei. Cele doua genotipuri sunt urmatoarele: DQB1*03/ DQB1*06 si DRB1*01/ DRB1*13. Dupa ajustare
pentru factori de confuzie, genotipul DRB1*01/DRB1*13 a ramas semnificativ statistic asociat cu C.
trachomatis, prezenta acestuia crescand sansele de infectie.

Concluzii

In concluzie, aceasti cercetare evidentiazi asocierea semnificativa dintre alelele HLA-DR si HLA-DQ
si susceptibilitatea la infectia cu C. trachomatis in populatia caucaziana din Romania.

Studiu 2. Adaptarea diadica a cuplurilor si anxietatea ca stare la pacientii
testati pentru boli cu transmitere sexuala

Ipoteza de lucru

Obiectivul studiului a constat in evaluarea relatiei dintre profilul psihologic al pacientilor si
prezenta/suspiciunea unei BTS, in mod particular observand asocierea dintre BTS si nivelul de anxietate
generat in contextul testarii, diagnosticului sau patologiei si impactul acestei patologii asupra
adaptabilitatii in cuplu.

Material si Metodd

S-au format 2 grupuri de indivizi: grupul caz sau grupul de suspecti BTS si grupul de control sau de
subiecti sinatosi. In acest studiu, au fost inrolati 441 de indivizi, dintre care 244 in grupul de suspecti BTS
si 197 in grupul de control. Colectarea datelor de la participantii la studiu a fost realizata prin intermediul
unui chestionar completat de catre acestia in prezenta investigatorului si a doua scale standardizate si
validate pe populatia din Roméania (Dyadic Adjustment Scale si STAI forma Y).

Rezultate

Grupul BTS suspect are valori mai mici decat grupul control cu 4 (95% Ii -6 - 0) in ceea ce priveste
diferenta intre medianele variabilei DAS DA, adica a scorului total, (p=0,031), utilizind testul Mann
Whitney U. S-a evaluat si asocierea dintre grupuri si subscala DAS DS, care se refera la satisfactia diadica in
cuplu. Grupul suspect de BTS are valori mai mici decat grupul de control cu 5 (95% CI -7 - -1) in ceea ce
priveste diferenta intre medianele variabilei DAS DS, p=0,006 (testul Mann Whitney U). Similar, s-a cercetat
asocierea dintre grupuri si subscala DAS AE, care evalueaza expresia afectiva in cupluri. Grupul suspect
BTS are valori mai mici decat grupul control anxietate cu 3 (95% CI -5 - 0) in ceea ce priveste diferenta
intre medianele variabilei DAS AE, p=0,016.

Rezultatul a ilustrat c3, inclusiv dupa ajustarea pentru factori perturbatori, asocierea dintre scorul
total DA din DAS si suspiciunea unei BTS a ramas semnificativ statistica (p=0,016 pentru ambele modele
multivariate de regresie logistica create). Mai detaliat, pacientii cu suspiciune de BTS au avut de 2,56/2,6
de ori mai multe sanse sa aiba un raspuns atipic (mai putin adaptativ) la DAS DA. Grupul suspect BTS are
valori mai mari decat grupul control anxietate cu 8 (95% CI 4 - 8) in ce priveste diferenta intre medianele
variabilei scor STAI T, p=<0,001. Relatia dintre scorul T ridicat (care sugereaza grad ridicat de anxietate
actuala) si suspiciunea de avea BTS a ramas semnificativa statistic inclusiv dupa ajustarea pentru factorii
perturbatori (p=0,021).

Concluzii

In concluzie, acest studiu cu design prospectiv, subliniazi impactul semnificativ al diagnosticului
molecular pentru BTS, evidentiat prin scoruri DAS mai scazute si scoruri STAI Y-1 mai ridicate ale
indivizilor suspecti de BTS fata de persoanele clinic sanatoase.

Studiu 3. Raportul neutrofile/limfocite, trombocite/limfocite,
limfocite/monocite, indexul inflamator sistemic si indexul de raspuns la inflamatia
sistemica in bolile cu transmitere sexuala

Ipoteza de lucru
Obiectivul acestui studiu a fost sa evalueze eficacitatea NLR, PLR, LMR, SII si SIRI in prezicerea
infectiilor bacteriene cu transmitere sexuald nou diagnosticate.



Material si Metodd

Au fost comparate rapoartele hematologice inflamatorii din hemoleucogramele cu formula
leucocitara a 60 de pacienti confimati/suspecti de a avea o BTS de etiologie bacteriana, cu ale celor 60 de
subiecti clinic sanatosi care au constituit grupul martor.

Rezultate

Am evaluat diferentele privind biomarkerii inflamatori (SII, SIRI, LMR, NLR, PLR) intre grupul de
pacienti confirmati molecular cu BTS, grupul de suspecti BTS si grupul de control. Nu s-au observat
diferente semnificative statistic. S-a remarcat ca medianele SII, SIRI si NLR au fost mai ridicate in grupul de
subiecti confirmati cu BTS comparativ cu grupul de subiecti suspecti BTS, si de asemenea comparativ cu
grupul de control. Privitor la PLR, valorile mediane au fost mai mici in grupul cu BTS confirmat comparativ
cu grupul suspect BTS si grupul de control. Iar pentru LMR, valorile mediane au fost similare in cele trei
grupuri.

Concluzii

Studiul evidentiaza potentiala relevanta a biomarkerilor inflamatori in detectarea si evaluarea BTS-
urilor bacteriene.

Studiu 4. Perceptia corpului medical privind stigma in bolile cu transmitere
sexuala

Ipoteza de lucru

Acest studiu si-a propus sa evalueze perceptia corpului medical privind stigma in BTS-uri in
Romania, dificultatea in managementul de caz al pacientilor cu BTS, anxietatea generata de diagnostic
pacientilor, complianta la tratament sau considerentele financiare implicate.

Material si Metodd

S-au inrolat in studiu 50 de participanti din echipa medicald, constand din medici, asistenti medicali,
infirmieri si brancardieri din specialitati implicate in diagnosticul, tratamentul si managementul de caz al
pacientilor cu BTS (dermatovenerologie, urologie, medicind de familie, obstetrici-ginecologie, ORL,
pediatrie, oftalmologie, boli infectioase, neonatologie, chirurgie generald, bloc operator, ATI, medicina de
laborator, statistici medicald, pneumoftiziologie, neurologie, medicind legald, anatomie patologica).
Metoda de evaluare a fost reprezentata de un chestionar anonim.

Rezultate

Exista o asociere semnificativa statistic (p<0,01) intre prezenta unui nivel mai ridicat al anxietatii la
pacientii cu BTS si senzatia de autoinvinovatire a acestora, in opinia cadrelor medicale.

S-a observat si ca acolo unde pacientii au solicitat corpului medical pastrarea secretului profesional
fata de apartinatorii care ii viziteaza in spital, respectivii pacienti au avut adresabilitate repetitiva pentru
aceeasi patologie (p=0,006). O alta corelatie semnificativa statistic s-a evidentiat intre dificultatea mai mare
in managementul de caz fata de alte boli infectioase si mai probabil invocarea de considerente financiare
pentru lipsa de complianta la tratament (p=0,04).

Concluzii

Personalul medical percepe ingrijorarea pacientilor cu BTS-uri de a fi stigmatizati. Acest fenomen se
resimte In domeniul medical prin consecintele individuale ale pacientilor de a se angaja in
comportamentele medicale suboptime, care pot produce sechele, dar si prin consecintele asupra
comunitatii si asupra cheltuielilor sistemului medical pentru tratamentul complicatiilor de caz.

Studiu 5. Efectul starii curente de incordare psihica asupra relatiilor intime

Ipoteza de lucru

Scopul acestui studiu a fost de a analiza corelatia dintre starea actuald de incordare datorata unui
posibil diagnostic molecular de BTS si expresia afectiva a partenerilor unui cuplu, din care cel putin unul
este suspect de a fi infectat cu o infectie transmisibila sexual de etiologie bacteriana.



Material si Metodd

Am analizat asocierea dintre incordare si acordul privind relatiile sexuale si, de asemenea, asocierea
dintre incordare si sentimentul de a fi prea obosit pentru sex.

Rezultate

Analiza statistica a aratat ca subiectii care s-au declarat incordati in momentul evaluarii au avut de
14,5 ori mai multe neintelegeri cu partenerul lor in ceea ce priveste relatiile sexuale [OR=14,5, If 95%
(1,7177-122,4), p=0,0140].

Concluzii

Exprimarea afectiva in cuplurile in care cel putin un partener a fost suspect pentru o BTS si trece
printr-un proces de diagnosticare si tratament a fost perturbata de starea actuala de incordare.

Concluzii generale

Concluzionand, cu ajutorul tuturor studiilor incluse in Contributia personala a tezei doctorale, care
au purtat un rol asemanator pieselor unui puzzle, am construit imaginea finala a BTS-urilor in regiunea
geograficd a Transilvaniei, Romania, aprofundand atat notiunea de sanatate fizicd, cat si cea psihica si cea
sociald, care alcatuiesc definitia sanatatii.

In primul studiu din teza doctorald, prin Nucleic acid amplification technology am realizat
diagnosticul molecular pentru trei dintre cele mai frecvente BTS-uri de etiologie bacteriana (C. trachomatis,
Neisseria gonorrhoeae si Mycoplasma genitalium) pacientilor inrolati. Am identificat astfel ca 12,37%
(n=38) din subiecti au fost pozitivi pentru C. trachomatis, 4,23% (n=13) au fost pozitivi pentru Neisseria
gonorrhoeae si 2,28% (n=7) au fost pozitivi pentru Mycoplasma genitalium. Utilizand tehnica SSP-PCR, un
ciclator termic si un detector al fluorescentei, am realizat analiza alelelor HLA-DR si HLA-DQ pentru
pacientii cu diagnostic molecular pozitiv pentru C. trachomatis. S-a obsevat ca prezenta alelei HLA-DRB1*13
creste semnificativ probabilitatea de infectie cu C. trachomatis. in plus, analiza a relevat ci genotipul
DRB1*01/DRB1*13 s-a dovedit a fi corelat semnificativ statistic cu infectia, deci prezenta acestuia in
genomul unui individ ii creste predispozitia de a se infecta cu C. trachomatis. Genotipul DRB1*01/DRB1*13
aramas asociat semnificativ statisticindependent cu infectia cu C. trachomatis chiar si dupa ajustare pentru
factori de confuzie, indicand potentialul siu rol ca factor de risc genetic pentru patologie. In schimb, desi
genotipul DQB1*03/DQB1*06 a aratat initial o asociere cu infectia produsa de C. trachomatis, aceasta
semnificatie s-a pierdut dupa ajustarea pentru factorii de confuzie. Aceste descoperiri subliniaza
importanta factorilor genetici in modelarea susceptibilitatii individuale la infectia cu C. trachomatis, oferind
perspective valoroase pentru cercetari viitoare si potentiale interventii medicale personalizate.

Din cel de al doilea studiu care compune teza doctorala retinem ca grupul de pacienti suspecti de
BTS au obtinut mediane mai mici ale scorurilor la toate subscalele DAS, comparativ cu persoanele
sanatoase din grupul de control. Acest aspect se traduce prin faptul ca suspiciunea de a avea o BTS aduce
dupa sine alterarea adaptabilitatii in cuplu, pacientii obtinand scoruri mai mici si fiind mai deficitari in ceea
ce priveste capacitatea de adaptare diadica. Aceasta diferentd a fost marcata, dar si clinic importanta si
semnificativa statistic in scorul DAS total, insa si in subscalele DAS DS, care evalueaza satisfactia din cupluy,
si AE, care evalueaza expresia afectiva a partenerilor cuplului sau familiei. Pe de alta parte, ambele scoruri
STAI scorul brut si scorul standardizat T (care se foloseste preponderent pentru cercetare) au fost
semnificativ mai ridicate in grupul de studiu fata de grupul de control. Scorurile STAI mai mari arata o
anxietate de stare mai ridicata a pacientilor testati pentru infectii cu transmitere sexuala, decata subiectilor
sanatosi de control.

In cel de-al treilea studiu, am investigat utilitatea rapoartelor hematologice inflamatorii in detectia
BTS-urilor bacteriene nou diagnosticate. S-a observat ca valorile mediane ale SII, SIRI si NLR au fost mai
mari in grupul de subiecti cu BTS-uri comparativ cu grupul de control. in schimb, valorile mediane ale PLR
au fost mai mici in grupul cu BTS-uri comparativ cu grupul de control. Cu toate acestea, diferentele nu au
atins semnificatie statistica. Studiul a evidetiat potentiala relevanta a biomarkerilor inflamatori in
detectarea si evaluarea BTS-urilor bacteriene, insa ramane incert daca acesti biomarkeri ar putea servi ca



indicatori de incredere pentru diagnosticul sau evaluarea prognosticului BTS-urilor sau daca BTS-urile
incipiente au un efect minim asupra inflamatiei sistemice, ficand acesti biomarkeri ineficienti in stadiile
timpurii ale patogenezei.

Studiul al patrulea vine sa confirme ipoteza sa de lucru. Personalul medical percepe ingrijorarea
pacientilor cu BTS-uri de a fi stigmatizati. Acest fenomen se resimte in domeniul medical prin consecintele
individuale ale pacientilor de a se angaja in comportamentele medicale suboptime, care pot produce
sechele, dar si prin consecintele asupra comunitatii si asupra cheltuielilor sistemului medical pentru
tratamentul complicatiilor de caz.

Din studiul al cincelea a reiesit ca exprimarea afectiva in cuplurile in care cel putin un partener a fost
suspect pentru o BTS si trece printr-un proces de diagnosticare si tratament a fost perturbata de starea
actuala de incordare, domeniul cel mai vizat fiind consensul asupra relatiilor intime.

Originalitatea si contributiile inovative ale tezei

Originalitatea tezei doctorale provine, in primul rand, din tema aleasa, aceea a abordarii infectiilor
cu transmitere sexuald de etiologie bacteriana dintr-o perspectivd complexa, asa cum nu a mai fost
abordata in literatura medicala, in Romania. Studiul a inclus atat biologia moleculara a BTS-urilor, pilon de
baza al medicinei in viitor, cat a surprins si impactul psihologic al patologiei asupra persoanelor afectate,
analizand anxietatea de stare generatd, impactul asupra cuplurilor si familiilor sau stigma creata in jurul
subiectului.

Merita mentionata contributia inovativa moleculara a tezei doctorale prin identificarea unor alele,
genotipuri si haplotipuri HLA-DR si HLA-DQ regasite la pacientii infectati cu C. trachomatis sau corelate cu
aceasta patologie, in populatia din Romania, Intrucat nu exista in literatura studii care sa fi explorat daca
anumite alele HLA influenteaza (in mod pozitiv ori negativ) infectarea, reinfectarea, sau aparitia
complicatiilor cronice ale infectiei cu C. trachomatis nici In tard, dar cu atit mai putin in regiunea
transilvineani de unde au fost prelevate probele. in alti ordine de idei, majoritatea studiilor in acest
domeniu au fost realizate nafara Europei, pe populatii preponderent afro-americane sau americane,
ilustrand o mare variabilitate a rezultatelor (>30%), astfel incat nu s-a putut ajunge la un consens privind
care alele HLA au impact asupra infectiei cu C. trachomatis.

De asemenea, aceasta reprezintd prima investigatie din literatura medicala care studiaza profilul
psihologic, anxietatea ca stare si adaptabilitatea diadica in cuplu pentru pacientii suferind de BTS de
etiologie bacteriand. BTS-urile de etiologie virald, precum infectia cu virusurile HIV sau virusurile
hepatitelor B, C sau D, au fost doar studiate din aceasta perspectiva panad acum. Astfel, teza doctorald umple
aceastd lacuna in cercetare.

Pana 1n prezent, nu au fost investigate, in aceasta regiune, patternurile de transmisie a BTS-urilor in
contextul pandemiei cu SARS-COV2 sau al unor grupuri specifice la risc pentru BTS, asa cum au fost
documentate 1n acest studiu.

In final, valoarea acestei cercetiri doctorale provine si din multidisciplinaritatea prin care a fost
abordata tema.
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Introduction

Sexually transmitted infections (STIs) are among the most common infectious diseases in the world,
with an average of over 1 million new cases diagnosed every day, having a major impact on sexual,
reproductive, and mental health.

Even though STIs can produce major consequences over patients' health (throughout complications
such as pelvic inflammatory disease, cervicitis, salpingitis, endometritis, infertility, ectopic pregnancies,
etc), in Romania official statistics show a very low incidence of those pathologies, compared to other
countries. This phenomenon could be produced by the lack of sexual education of the population which
does not consult a doctor for testing, by the unavailability of gold-standard tests [for example, molecular
tests such as Nucleic acid amplification technology tests using Real-time polymerase chain reaction (RT-
PCR)] in the public hospitals, by the lack of medical insurances which cover an appropiate diagnosis and
treatment or by the stigma felt by the patients. This whole amount of factors could determine a delay in the
treatment and an unfavourable prognostic.

In addition to the medical experience in the specialty of Dermatovenereology and the specialized
knowledge from the years of training in Psychiatry, in my personal experience as a systemic couples and
family psychotherapist I observed that the need of psychoterapy sessions is higher among patients with
confirmed and declared STIs. Those patients develop a reactive anxiety that makes their addressability to
medical services in different specialties high and non-specific, thus generating some high costs in the health
insurance system and an extension of the elapsed time until the effective control of the pathology.
Acceptance of the diagnosis for those patients is more difficult, sometimes requiring several psychotherapy
sessions to achieve treatment compliance. Anxiety can also cause cardiovascular manifestations
(tachycardia, arrhythmia, arterial hypertension, dyspnea, etc.), which require additional investigations,
given the perception of the reserved prognosis of cardiovascular diseases for patients in general, and for
those who are anxious in particular. From the point of view of the definition of health offered by the World
Health Organization as a state of physical, mental and social well-being, these patients can alter the quality
of life as a couple and family, which leads to possible social echoes with a negative impact on the insertion
of patients in society.

Understanding the value of molecular testing for STIs in Romania and the lack of genetic studies to
facilitate their diagnosis or treatment, I aimed in this doctoral research to study more deeply the
importance of molecular diagnosis in STIs. In the first instance, [ wanted to evaluate the incidence of one of
the most frequent STIs of bacterial etiology - Chlamydia trachomatis (C. trachomatis) among patients in the
geographical region of Transylvania through gold-standard tests of the Nucleic acid amplificaton
technology type, involving the study of behaviors of some at-risk groups less studied in this geographical
area. For a comprehensive research, I included in the study patients or sexual partners of STI patients from
all medical specialties that play a role in the management of the pathology, such as Dermatovenereology,
Gynecology and Obstetrics, Urology or Family medicine. Additionally, I studied through a molecular method
the correlation between genetic polymorphisms of the human leukocyte antigen (HLA), specifically HLA-
DR and HLA-DQ, and the C. trachomatis infection/reinfection/risk of complications.

Molecular biology is a field of indisputable importance for the future of human medicine. But, at the
moment, molecular analyzes are expensive. I therefore tried to study other less expensive and more readily
available inflammatory biomarkers, even in centers lacking molecular infrastructure, that could raise the
early diagnostic suspicion of STIs or assess the evolution of the pathology under treatment or after
remission. Another part of the doctoral research focused on studying the effectiveness of the
neutrophil/lymphocyte ratio (NLR), platelet/lymphocyte ration (PLR), lymphocyte/monocyte ration
(LMR), systemic inflammatory index (SII) and systemic inflammatory response index (SIRI) in early
detection of sexually transmitted diseases.

Complementary to the molecular and laboratory study, I addressed in three other studies the
domains of dyadic adaptability of couples and state anxiety in patients tested for STIs, the medical staff's
perception of stigma in STIs, and the effect of current state of mental strain on intimate relationships, to
complete the picture of the state of health of patients infected with sexually transmitted diseases.



State of the art

STIs are infectious diseases primarily transmitted through sexual contact. In 2020, the World
Health Organization estimated 374 million new infections worldwide caused by one of the four very
common microorganisms responsible for STIs: C. trachomatis (129 million), Neisseria gonorrhoeae (82
million), Treponema pallidum (7.1 million), and Trichomonas vaginalis (156 million).

Through a comprehensive review of current medical literature, I identified several HLA alleles that
influence susceptibility to infection, reinfection, and the development of complications related to C.
trachomatis infection. Most of these alleles were found among the HLA-DRB1 and HLA-DQB1 genes. The
literature review enabled the identification of HLA alleles that confer resistance or protection against C.
trachomatis infection. However, there is a notable gap in studies examining HLA alleles within European
populations, including the Romanian population. Existing studies report associations between the infection
and various alleles, but no common alleles have been identified across multiple studies, nor is there a
consensus among them, thus preventing the drawing of general conclusions. In particular, certain HLA
alleles have been predominantly associated with African-American populations, which are also the most
extensively studied in the literature.

Among the newly and intensively studied inflammatory biomarkers in recent times are: NLR, PLR,
LMR, SII, and SIRI. These represent useful laboratory analyses in clinical practice, facilitating the
differential diagnosis between bacterial and viral infections, evaluating the prognosis of various
pathologies (such as sepsis), and monitoring the efficacy of antimicrobial therapy.

There is a gap in the specialized medical literature and publications regarding adaptability in
couples affected by STIs caused by bacteria. The available data refer to couples in which atleast one partner
has been infected with the HIV virus. For instance, one study shows deficiencies in the adaptability of
seronegative partners, particularly regarding the cohesion of the couple.

Personal contribution

Study 1 - HLA-DR and HLA-DQ polymorphism correlation with sexually
transmitted infection caused by Chlamydia trachomatis

Working hypothesis

The aim of this study was to describe the frequency of three of the most common STIs (C.
trachomatis, Neisseria gonorrhoeae, and Mycoplasma genitalium) among patients who present to a doctor
with symptoms specific to a bacterial genital tract infection or within an epidemiological context where
they could have been infected with one of these, in the Romanian population. Simultaneously, the study
aimed to characterize the participants in terms of demographic data, sexual behavior, presented symptoms,
associated pathologies, or other risk factors for contracting an STI. The second aim of the research was to
investigate the relationship between HLA-DR and HLA-DQ alleles, genotypes, and haplotypes and C.
trachomatis infection, to improve the medical approach for individuals at high risk of acquiring this
infection, those suffering from complications of the pathology, or developing severe symptoms.

Material and method

In this prospective study, Nucleic acid amplification technology testing, using RT-PCR, was employed
for the molecular diagnosis of patients infected with C. trachomatis. HLA-DRB1 and HLA-DQB1 typing was
performed using SSP-PCR technique.

Results

The study identified the HLA-DRB1*13 allele, which significantly increased the likelihood of
contracting genital infection caused by C. trachomatis (p=0.017). It was observed that there were two
genotypes that increased the chances of infection. These two genotypes were: DQB1*03/DQB1*06 and
DRB1*01/DRB1*13. After adjusting for confounders, the DRB1*01/DRB1*13 genotype remained



statistically significantly associated with C. trachomatis, with its presence increasing the chances of
infection.

Conclusions

In conclusion, this research highlights the significant association between HLA-DR and HLA-DQ
alleles and susceptibility to C. trachomatis infection in the Caucasian population of Romania.

Study 2 - Dyadic adjustment of couples and state anxiety in patients
tested for sexually transmitted infections

Working hypothesis

The objective of the study was to evaluate the relationship between the psychological profile of
patients and the presence/suspicion of an STI, particularly observing the association between STIs and the
level of anxiety generated in the context of testing, diagnosis, or pathology, and the impact of this pathology
on couple adaptability.

Material and method

Two groups of individuals were formed: the case group or the STI suspect group and the control
group or the healthy subjects. In this study, 441 individuals were enrolled, of which 244 were in the STI
suspect group and 197 in the control group. Data collection from study participants was conducted through
a questionnaire completed by them in the presence of the investigator and two standardized and validated
scales for the Romanian population (Dyadic Adjustment Scale and STAI form Y-1).

Results

The STI suspect group had lower values than the control group by 4 (95% CI -6 - 0) in terms of the
difference between the medians of the DAS DA variable, which is the total score (p=0.031), using the Mann
Whitney U test. The association between the groups and the DAS DS subscale, which refers to dyadic
satisfaction in the couple, was also evaluated. The STI suspect group had lower values than the control
group by 5 (95% CI -7 - -1) in terms of the difference between the medians of the DAS DS variable, p=0.006
(Mann Whitney U test). Similarly, the association between the groups and the DAS AE subscale, which
evaluates affective expression in couples, was investigated. The STI suspect group had lower values than
the control group by 3 (95% CI -5 - 0) in terms of the difference between the medians of the DAS AE variable,
p=0.016.

The result illustrated that, even after adjusting for confounding factors, the association between
the total DA score in DAS and the suspicion of an STI remained statistically significant (p=0.016 for both
multivariate logistic regression models created). More specifically, patients suspected of having an STI
were 2.56/2.6 times more likely to have an atypical (less adaptive) response to DAS DA. The STI suspect
group had higher values than the control group by 8 (95% CI 4 - 8) in terms of the difference between the
medians of the STAI T score variable, p=<0.001. The relationship between the high T score (suggesting a
high degree of state anxiety) and the suspicion of having an STI remained statistically significant even after
adjusting for confounding factors (p=0.021).

Conclusions

In conclusion, this prospective design study highlights the significant impact of molecular
diagnosis for STIs, evidenced by lower DAS scores and higher STAI Y-1 scores in individuals suspected of
having STIs compared to clinically healthy individuals.



Study 3 - Neutrophil to lymphocyte ratio, platelet to lymphocyte ratio,
lymphocyte to monocyte ratio and systemic inflammatory index in sexually
transmitted diseases

Working hypothesis

The objective of this study was to evaluate the effectiveness of NLR, PLR, LMR, SII, and SIRI in
predicting newly diagnosed bacterial STIs.

Material and method

Inflammatory hematologic ratios from complete blood counts with leukocyte formula were
compared between 60 patients confirmed/suspected of having a bacterial STI and 60 clinically healthy
subjects who constituted the control group.

Results

This research evaluated the differences in inflammatory biomarkers (SII, SIRI, LMR, NLR, PLR)
between the group of patients molecularly confirmed with STIs, the group of STI suspects, and the control
group. No statistically significant differences were observed. It was noted that the medians of SII, SIR], and
NLR were higher in the group of subjects confirmed with STIs compared to the group of STI suspects and
also compared to the control group. Regarding PLR, the median values were lower in the confirmed STI
group compared to the suspect STI group and the control group. For LMR, the median values were similar
across the three groups.

Conclusions

The study highlights the potential relevance of inflammatory biomarkers in the detection and
evaluation of bacterial STIs.

Study 4 - The medical staff's perception of stigma in sexually transmitted
diseases

Working hypothesis

The study aimed to evaluate the perception of medical staff regarding the stigma associated with
STIs in Romania, the difficulty in case management of patients with STIs, the anxiety generated by diagnosis
for patients, treatment compliance, or financial considerations involved.

Material and method

The study enrolled 50 participants from the medical team, consisting of doctors, nurses, nursing
assistants, and orderlies from specialties involved in the diagnosis, treatment, and case management of
patients with STIs (dermatovenereology, urology, family medicine, obstetrics-gynecology,
otorhinolaryngology, pediatrics, ophthalmology, infectious diseases, neonatology, general surgery,
operating room, intensive care unit, laboratory medicine, medical statistics, pneumology, neurology,
forensic medicine, pathological anatomy). The evaluation method was represented by an anonymous
questionnaire.

Results

There is a statistically significant association (p<0.01) between higher levels of anxiety in patients
with STIs and their sense of self-blame, in the opinion of medical staff. It was also observed that where
patients requested the medical staff to maintain the professional secret from their visitors in the hospital,
those patients had repeated visits for the same pathology (p=0.006). Another statistically significant
correlation was observed between greater difficulty in case management compared to other infectious
diseases and a higher likelihood of citing financial considerations for non-compliance with treatment
(p=0.04).

Conclusions

Medical stafff perceived the concern of patients with STIs about being stigmatized. This
phenomenon is felt in the medical field through the individual consequences of patients engaging in



suboptimal medical behaviors, which can lead to complications, as well as through the consequences on
the community and the healthcare system's expenses for treating case complications.

Study 5 - Strain and intimate relations

Working hypothesis

The aim of this study was to analyze the correlation between the current state of tension due to a
possible molecular diagnosis of STI and the emotional expression of partners in a couple, where at least
one is suspected of being infected with a sexually transmissible infection of bacterial etiology.

Material and method

The study analyzed the association between tension and agreement regarding sexual relations, as
well as the association between tension and the feeling of being too tired for intimate relations.

Results

Statistical analysis showed that subjects who reported feeling tense at the time of evaluation had
14.5 times more disagreements with their partner regarding intimate relations [OR=14.5,95% CI (1.7177-
122.4), p=0.014].

Conclusions

Emotional expression in couples where at least one partner was suspected of an STI and is
undergoing the process of diagnosis and treatment was disrupted by the current state of tension.

General conclusions

In conclusion, based on all the studies included in the Personal contribution of the doctoral thesis,
which played a role similar to the pieces of a puzzle, | managed to build the final picture of STIs in the
geographical region of Transylvania, Romania, deepening the three notions of physical, mental and social
well-being, which make up the definition of health.

In the first study from the doctoral research, through Nucleic acid amplification technology I
performed the molecular diagnosis for three of the most common sexually transmitted diseases of bacterial
etiology (C. trachomatis, Neisseria gonorrhoeae and Mycoplasma genitalium) in enrolled patients. I thus
identified that 12.37% (n=38) of the subjects were positive for C. trachomatis, 4.23% (n=13) were positive
for Neisseria gonorrhoeae and 2.28% (n=7) were positive for Mycoplasma genitalium. Using the SSP-PCR
technique, a thermal cycler and a fluorescence detector, I performed the analysis of HLA-DR and HLA-DQ
alleles for patients with a positive molecular diagnosis for C. trachomatis. It was observed that the presence
of the HLA-DRB1*13 allele significantly increases the probability of C. trachomatis infection. In addition, the
analysis revealed that the DRB1*01/DRB1*13 genotype was found to be statistically significantly correlated
with infection, so its presence in an individual's genome increases their predisposition to C. trachomatis
infection. The DRB1*01/DRB1*13 genotype remained statistically significantly independently associated
with C. trachomatis infection even after adjustment for confounders, indicating its potential role as a genetic
risk factor for pathology. Conversely, although the DQB1*03/DQB1*06 genotype initially showed an
association with C. trachomatis infection, this significance was lost after adjustment for confounders. These
findings underscore the importance of genetic factors in shaping individual susceptibility to contacting the
C. trachomatis infection, providing valuable insights for future research and potential personalized medical
interventions.

From the second study that composes the doctoral thesis, we note that the group of suspected STI
patients obtained lower median scores on all DAS subscales, compared to healthy subjects in the control
group. This aspect translates into the fact that the suspicion of having an STI brings with it the alteration of
couple adaptability, with patients obtaining lower scores and being more deficient in terms of dyadic
adaptation capacity. This difference was marked, but also clinically important and statistically significant
in the total DAS score, but also in the subscales of the DAS DS, which assesses satisfaction in the couple, and
AE, which assesses the affective expression of the couple or family partners. On the other hand, both STAI



scores, the raw score and the standardized T score (which is mainly used for research) were significantly
higher in the study group compared to the control group. Higher STAI scores indicate higher state anxiety
in patients tested for STIs than in healthy control subjects.

In the third study, the utility of inflammatory hematological ratios was investigated for the
detection of newly diagnosed bacterial STIs. It was observed that the median values of SII, SIRI and NLR
were higher in the group of subjects with STIs compared to the control group. In contrast, median PLR
values were lower in the STI group compared to the control group. However, the differences did not reach
statistical significance. The study highlighted the potential relevance of inflammatory biomarkers in the
detection and evaluation of bacterial STIs, but it remains uncertain whether these biomarkers could serve
as reliable indicators for the diagnosis or assessment of prognosis of STIs, or whether early STIs have a
minimal effect on systemic inflammation, making these biomarkers ineffective in the early stages of
pathogenesis.

The fourth study confirmed its working hypothesis. Medical staff perceive STI patients' concern
about being stigmatized. This phenomenon is felt in the medical field through the individual consequences
of patients engaging in suboptimal medical behaviors, which can produce sequelae, but also through the
consequences on the community and on the expenses of the medical system for the treatment of case
complications.

The fifth study found that affective expression in couples in which at least one partner was
suspected of an STI and undergoing a diagnosis and treatment process was disrupted by the current state
of strain, with the most affected domain being the consensus over intimate relations.

The originality and innovative contributions of the thesis

The originality of the doctoral thesis primarily stems from the chosen topic, that of approaching
STIs of bacterial etiology from a complex perspective, as it has not been addressed in the medical literature
in Romania before. The study included both the molecular biology of STIs, a cornerstone of medicine in the
future, and also captured the psychological impact of the pathology on affected patients, analyzing the state
anxiety generated, the impact on couples and families or the stigma created around this pathology.

It is worth mentioning the innovative molecular contribution of the doctoral thesis by identifying
certain HLA-DR and HLA-DQ alleles, genotypes and haplotypes found in patients infected with C.
trachomatis or correlated with this pathology, in the Romanian population, as there are no studies in the
literature that have explored if certain HLA alleles influence (positively or negatively) infection, re-
infection, or the occurrence of chronic complications of C. trachomatis infection in Romania, but even less
so in the Transylvanian region where the subjects were recruited. From another perspective, most studies
in this field were conducted outside Europe, on predominantly African-American or American populations,
illustrating a high variability of results (>30%), so that no consensus could be reached regarding which
HLA alleles impact C. trachomatis infection.

Also, this represents the first investigation in the medical literature to study the psychological
profile, state anxiety, and dyadic couple adaptability for patients suffering from STIs of bacterial etiology.
STIs of viral etiology, such as infection with HIV viruses or hepatitis B, C or D viruses, have only been studied
from this perspective so far. Thus, the doctoral thesis fills this research gap.

To date, STI transmission patterns in the context of the SARS-COV2 pandemic or specific STI risk
groups, as documented in this study, have not been investigated in this region.

Finally, the value of this doctoral research also stems from the multidisciplinarity through which
the topic was approached.



